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ESUNOLOL ANESTHESIA STUDILIES
Numbers of Pstients Experisncing an Adverse Resction by Body System/Organ Clsss and Preferred Term
l Murthy/
Reves Kaplan Zs tgmond Golo McCammon Carotid
8052-82-21 8052-63-25 8052-83-44 0052-83-4% 8052-63-49 8052-83-49
€Esmolatl{Control?EsmololjPlacebo] Esmolol |Esmolotl|Piscedo|Esmotol[PlacebofEsmotol {Placedbe
Total Number of Patients 32 10 10 10 40 31 (1] 7 1?7 37 37
CARDIOVASCULAR
fBradycardia 1] ] Q- ] [+ ) o o [} (] t
Hypertension (] o ] ¢ 0 0 1] [/} [} 1 -3
Hypotension ) 0 0 [} 1] 1 0 [ o S S
Juniction Rhythm 0 o 0 0 o 0 0 ] 0 1 0
Mycardis! lschemis 0 1] 0 0 (/] ] 0 0 ] 1 0
ST-segmant Depresaion (4] s ] 1] 1] o [\] 0 0 ] ] 0
Tachycardie 0 4] o 0 1] ] 4] (] ] 0 3
Number of Pattients Experiencing a
Carglovascular Adverss Resction 1 [+) ] 1 (1] 1 [} o 0 8 8
Parcentage of Pat.ents Esperisncing
& Cardiovescular Adveras Reaction n [} ox " o% I o% o% o% 22% 22%
INJECTION SITE
Rtching 1] [\] 0 0 0 [/ o 0 -] (] 0
Number of Pstisnts Eaperiencing sn t
Injectiion Site Adverse Resction [\] 0 /] [ /] 0 /] 1] 0 0 0 (1]
Parcentage of Catients Experfencing
sn Injection Site Adverse Reaction 0% o% o% o 0% o% o 0% 0% o% o%

¢ Standerd Therapy
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ESvYOoLOL ANESTHES I A STUD11ES

Numbers of Pstients Eaxpertiencing an Advarse Resction by Body System/Orgsn Class snd Praferred Term

.. ASA 1 B 11 ASA 111 & 1V A1} Studies Combineu
8052-84-51%A 8052-84-518
— :
Esmolol |Placebo |Esmolol |Pisceabo]|Esmolol [Placebs [Controle
Total MHumbgr of Patients 58 5S4 36 37 261 165 10
CARDIOVASCULAR
Bredycardis 0 [+] ] 1] 1 2 o
Hypertensicn 0 [1] 0 1] [ 0
Hypotension 4] o o - [\] 7 S (]
Junction Rhythm [} (1] [+] 0 1 0 [+ ]
Siycerdial lschamias (4] 1] 0 0 ] 0 o
ST-seprent Depression [ ] [} ] 0 1 0 o
Techycardia [+] ] o 0 o 3 0
Nember of Patients Eaperfencing a
Cerdiovsscular Adverse Resction (1] 0 0 0 10 9 0
Percontsge of Patients Eapariencing
@ Cardiovascular Adverse Reaction o% (1) ] o% 1133 4% 113 0%
INJECTION SITE
Itching 0 ] 1] o 0 ] 0
thumber of Patients Experfencing an R
Injection Site Adverse Resction (] ] [+] 0 . [ ] 1 0
Percentage of Patients Expsriencing
an Injection Site Adverse Reaction [ ra Y os o% o% " os

* Standard Therapy
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ESNMOLODL ANESTHESIA STUDIES

Numbers of Patients Experiencing an Adverse Rear~tion by Body System/Organ Class and Prefearred Tearm

Murthy/
Reves Ksplan s igmond Gold McCoammon Caratid
I 8052-82-21 8052-83-25 8052-83-44 8052-83-4% 8052-83-48 8052-83-48
- - EsmololjControl®|Eamolol jPiscebo] Esmolol [EsmololiPlacebo]Esmolol |Piacebo|Esmolol |Placebo
Totes! Numbesr of Patients 32 10 10 10 40 n 10 17 17 37 37
ggutaum NERVOUS SYSTEM
Agitetion o o 0 0 0 0 0 0 o 1 ] \
Number of Patients Eaperiencing s '
CNS Adverss Reaction 0 o Q [+ .0 1] L] o ] ' 0
Parcentage of Patients Euperiencing .
e CNS Site Adverse Resction 0% o% (12 o% 12 3 0% os 0% o% n 0%
QSEDIQA‘QRV
@ronchospasm 0 (1] o (] 0 0 0 o [+] ] 0
Wheez ing (+] 1] [¢] 0 0 0 o 0 0 0 ]
Number of Patients Eaxperiencing »
Respiratory Adverse Resction ] 1] 0 0 o (1] 0 0 0 1 1
Percentags of Patients Experlencing
8 Respiratory Advarse Resction o% o% o% o% 0% o% 0% o% o% n <}
¢ Stendsrd Therspy 1
. - — »
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ESmpOLOL

Mumbers of Patients Esperiencing an Adverse Resction by Body System/Organ Clsss and Praferred Term

ANESTHES I A

STYTUDILIES

ASA I & 11 ASA 111 8 IV All Studies Combined
8052-84-51A 8052-84-518
Esmolat|[Placebo [Esmolol|Placebo]|[Esmutot|Placebo [Controls
Tota! Number of Pattents -] 54 36 kb4 261 165 0
CEMTRAL NERVOUS SVSTEM )
Agitstion 4] 0 o [} 1 ] ]
Number of Patients Esperiencing a
CNS Adverse Reaction 0 4] ] [} 1 ] [+]
Percentage of Patients Experiencing
8 CNS Site Adverse Reaction [} ] o% o% o% ox ox o%
RESPIRATORY
Braonchospasm ] ] [+ 3 [ ) 0 Q
Wheez ing /] 1 0 1] 1] 2 0
Nurher of Pstients Experiencing a
Respirstory Advarse Reaction ] 1 0 0 ! 2 o
Percentape of Patients Espertencing
® Respirstory amaveorse Resction o% 2% % 0% 0% % x

¢ Standsr¢ Therapy
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Appendix 2D - Case Report Susmaries of Patients in Study 49 with Myocardial”
Ischemia or Significant ST-Segment Changes
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#229

~ #602

ESHOLOL TREGTRRGES DI TR HESSFoby ST-seshenT

No MAJOR HR, BP or ECG CHANGES DURING INFUSION

§E-seensur DEPRESSION NOTED Posrtgspsxon MINUTE
IN ASSOCIATION WITH DECREASED

l* WiTH MEPHENTERMINE AND BP INCREASED,
-SEGMENT IMPROVED

B;-sacneur DEPRESSION RECURRED DESPITE ADEQUATE
PROPgANOLOL n?nxuxsranen T0 stow HR (FROH 905

T0 80s) AND NIG WAS STARTED » :
ST-SEGMENT DEPRESSION WAS SLOW TO ResPoND TO NTG
SURGERY CANCELLED, NO CARDIAC COMPLICATIONS

FOUR MINUTES INTO INFUSION TACHYCARDIA WAS NOTED
ASSOCIATED WITH PANIC RESPONSE CAUSED BY

INAB[LITY TO BREATH AFTER ATRACURIUN WAS GIVEN

J-POINT DEPRESSION SECONDARY TO TACHYCARDIA
OCCURRED TWO MINUTES LATER

gngégursussven gF THEFiNrUSION. % MM ST-SE neur
THER RETURNED T L Mk (HR 108, BB"21377:189

By TWO MINUTES POSTINFUSION TH ~SEGMENT HAD
RETURNED TG NORMAL ( ﬁ ; 85 i 73



#611

< #613

ol TR IR s

(ConTINUED)

ST-SEGMENT DEPRESSION OF > 2 MM NOTED THROUGHOUT
BASELINE

ST-SEGMENT DEPRESSION IMPROVED (70 1-2 MM) FROM
INDUCTION UnﬁlL sug 8F INFUSION ASSOCIATED WITH
DECREASING AND OBP (FROM BASELINE

FURTHER IMPRCVEMENT (TO ! MM) DURING THE POST-
INFUSION PERIOD

ST~SEGMENT DEPRESSION uonssu$o (I"to 1.5 Mm)
DURING THE BASELINE PERIOD (I-WAVES FLATTENED)

AT MINUTE ONE OF THE INFUSION ST-SEGMENT
DEPRESSION RETURNED TO | MM AND T-WAVES RETURNED
TO UPRIGHT

ISOFLURANE (27) STARTED AND TWO MINUTES LATER

A JUNCTIONAL RHYTHM (48 BPM) IN CORJUNCTION WITH
HYPOTENSION (70/35 MM Hg) WAS NOTED, SI-SEGMENT
FURTHER DEPRESSED TO 1.5 MM

ST-SEGMENT DEPRESSINN PROGRESSED TO 1.8 kM BY
END OF INFUSION AND FURTHER TO 2 MM AT POST-
INFUSION MINUTE TWO

By 15 MINUTES POSTINFUSION ST-SEGMENT HA
ggyggu:g ﬁg)BASELlNE %i MM, HR-Eg BPM, BB -

SECOND EPISODE OF JUNCTIONAL RHYTHM WITH
HYPOTENSION OCCURRED NEAR THE END OF SURGERY
(APPROXIMATELY THREE HOURS AFTER INFUSION)
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(ConTINUED)
#617
- ST-SEGMENT CHANGES THROUGHOUT BASELINE PERIOD

UNTIL INDUCTION

- ST-SeGMENT “PSEUDO” NgBﬂALlZED POSTINDUCTION FOR
THREE MINUTES, NO HR CHANGES ASSOCIATED

- ST-SEGMENT RETURNED TO BASELINE IN THE 15 MINUTE
POSTINFUSION PERIOD

#5619
- ST-SEGMENT DEPRESSION OF 1 MM WITH BIPHASIC
~WAVE THROUGHOUT BASELINE PERIOD
- By MINUTE 3 OF INFUSION, T-WAVES BECAME UPRIGHT
- ST-SEGMENT UPSLOPED POSTINDUCTION

~ ST-SEGMENT RETURNED TO 1 MM DEPRESSION BY TWO
MINUTES POSTINFUSION

~ NO SIGNIFICANT CHANGES
3624
~ ST-SEGMENT DEPRESSION (2.5-3.2 MM) WAS OBSERVED

DURING THE BASELINE PERIOD

- 2.9 MM DEPRESSION DURING FIRST SIX MINUTES OF
INFUSION

- 2.5 MM DEPRESSION PRIOR TO INDUCTION
- 2.0 MM DEPRESSION POSTINDUCTION

- 2.9 MM DEPRESSION AT THE END OF INTUBATION
(INFUSION MINUTE NINED

- 1.,9-2,0 MM DEPRESSION POSTINFUSION MINUTES 2-15
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Patients with ST-segment depression of special interest
$229, 602, 613, and 624 for Study #8052-83-49.

For each patient, provided are:

1) Case Report Summary from the NDA Medical Summary
Appendix

2) Outcome Summary derived form the medical records

3) Table of Clinical Observations and Procedures with
Reference Times



PATIENT NUMBER/INITIALS: 229/
AGE/SEX: 63/M
DRUG GROUP: Esmolol

HISTORY: 1. Hypertension (1974)
2. Chronic obstructive pulmonary disease
3. Cerebrovascular atherosclerotic disease
4. Transient ischemic attacks (1975)
5. Right carotid endarterectomy (May 1984)
6. Average baseline: heart rate 90 bpm
blood pressure 197/110 mm Hg

PRIOR MEDICATIONS:

1. Hydrochlorothiazide 25 mg p.o. b.i.d.

2. Potassium chloride (x-lor'? 25 mEq p.o. b.i.d.
3. Theophylline (Slo-bid®) 300 mg p.o. b.i.d.

4. Albuterol (ventolin®) inhaler 2 puffs INH q.i.d.
5. Triazolam (Halcion®) 0.25 mg p.o., x 1

DETAILS: . - Prestudy 12-lead@ electrocardiogram showed’
ST-segment depression (the degree of ST-segment
depression was not recorded) of in leads Vi.g.
Esmolol was infused according to protocol with good
tolerance through induction, intubation and infusion
periods. No ST-segment depression was notec during
these times. Ten minutes i-.to the postinfusion
peried, ST-sagment depression (the degree of
ST-segment depression wvas not recorded) occurred.
Approximately 1.5 minutes later, systolic blood
pressure had decreased from 140 mm Hqg to 116 mm Hg,
and treated with mephentermine (Wyamine®) i5 mg IV.
The systolic blcod pressure decreased to 108 mm Hg
before responding to Wyamine®, The ST-segment
depression returned to baseline and the systolic
blcod pressure increasing to 150-160 mm Hg, PFifteen
minutes postinfusion, in spite of adequate blocd
pressure, the ST-segments agein  depressed.
Propranolol (Inderal®) 1.5 mg IV wvas adninistered at
this time to decrease the heart rate (from mid 90°'s
bpm to mid 80's bpm). A nitroglycerin infusion wvas
also begun, The §T-segment depression slovly
responded to the nitrogliycerin. .

The patient was awvakened and surgery wvas
cancelled to allow for further evaluation of his
cardiac status. Post anesthesia recovery
electrocardiogram showed a 1 to 1.5 am ST-segment
depression in the lateral chest leads. Cardian
enzymes were normal,

147
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PATIENT NUMBER/INITIALS: 429/

OUTCOME: Surgery cancelled;
MUGA, showed severe CAD;
Cardiac enzyme normal;
Cardial consultant suggested no MI;
Never had chest pain
Discharged



CARQT1D

CLINICAL OBSERVATIONS WITH REFERENCE TIMES INCLUDED, BY PATIENT
(HEART RATE, SYSTOLIZ, DIASTOLIC. AND MEAN ARTERJAL BLOOD PRESSURE, AND RATE-PRESSURE PRODUCT)

--------------------------------------- =-==--~---PATIENT=229 TREATMENTZESMOLOL-==-==-==-====se=me=soeeccocmecocescemeccncosooecmnse
INHAL - INFUSION SYSTOLIC DIASTOLIC  MEAN AATE  TIME OF TIME OF TIME OF
ATION TINE HEART  BLOOD BLOOD  ARTERIAL PRESSURE MAXINUM MAXINUM MAXINUM

PHASE DOSE (%) (MIN) TIME  RATE PRESSURE PRESSURE PRESSURE PROOUCT HR sep oBP

1 SOFLURANE 0.25 9:92:08

§ SOFLUNANE 0.50 9:03:27

POST INF S5 MIN 5.0  9:04:00 80.0  173.0 110.0 131.0 13.8

POST INF 10 MIN 10.0  8:09:00 77.0  140.0 86.0 104.0 10.8

ST-SEGMENT DEPRESSION 9:09:00

I SOFLURANE 0.25 9:09:35

ISOFLURANE 0.00 9:10:20

WYAMINE 15 MG 9:12:00

NITKGLLYCERIN 9:13:00 108.0

POST INF 15 MIN 15.0  9:14:00 88.0  162.0 107.0 125.3 14,3

MAXIMUM (ALL) 9:14:00 88.0  197.0 122.0 147.0 14.3  9,14:00 8:56:00 8:56:00

ST-SEGMENT DEPRESSION 9:14:00

PROPRANOLOL 1.5 MG 9:14:00 95.0

DU L. e .-



--------------------- memem e cmee-eeoes----PATIENT=229

INHAL - INFUSION

ATION TIME HEARY
PHASE DOSE(%) (MIN) TIME RATE
12L ECG, ST-SEGMENT DEPRESSION NOTED
BASE -5 MIN ~5.0 8:42:00 89.0
BASE -4 MIN 4.0 8:43:00 96.0
BASE -3 MIN -3.0 8:44:00 87.0
BASE -2 MIN ~2.0 8:45:00 92.0
BASE -1 MIN -1,0 8:46:00 90.0
BASE 0 MIN 0.0 0:47:00 8686.0
BASE AVERAGE 8:47:00 90.3
LOAD DOSE START 8:47:00
ESMOLOL ¥ MIN V.0 8:48:00 82.0
ESMOLOL 2 MIN 2.0 8:49:00 75.0
ESMOLOL 3 MIN 3.0 8:50:00 74.0
ESMOLOL 4 MIN 4.0 8:51:00 76.0
INFUSION 300 START 8:51:00
ESMOLOL S MIN $.0 8:52:00 73.0
ESMOLOL 5.5 MIN $.5 8:52:30 73.0
{NDUL T IUN 8:52:30
EMMOLOL 6 MIN 6.0 8:53:00 81.0
ESMOLOL 6.5 MIN 6.5 8:53:30 76.0
ESMOLOL 7 MIN 7.0 8:54:00 75.0
LARYNGOSCOPY START 8:54:00
END OF INTUBATION 6:54:28
ESMOLOL 7.5 MIN 7.5 8:54:30 73.1
ESMOLOL 8 MIN 8.0 8:55:00 77..
MAXIMUM (EFFICACY) a:55:00 77.0
1SOFLURANE 0.50 8:55:10
ESMOLOL 8.5 MIN 8.5 8:55:30 74.0
ESMOLOL 9 MIN 9.0 8:56:00 72.0
®e EFFICACY TIME *°* 8:56:00
1 SUFLURANE 1.00 8:56:08
ESMOLOL 9.5 MIN 9.5 8:56:30 70.0
ESMOLOL 10 MIN 10.0 8:57:;00 69.0
1 SOFLURANE 0.50 B:157:25
ESMOLOL 10.5 MIN 10.5 8:57:30 69.0
ESMOLOL 1t MIN 11.0 8:58:00 ©68.0
ESMCLOL 11.5 MIN 1.5 8:58:30 7.0
ESMOLOL 12 MIN 12.0 8:59:00 73.0
INFUSION 300 STOP 8:59:00
1SOFLURANE 0.25 8:00:00
POST INF 2 MIN 2.0 9:01:00 68.0

CAROQTID

CLINICAL OBSERVATIONS WITH REFERENCE TIMES INCLUDED, BY PATIENT
(HEART RATE, SYSIOLIC, DIASTOLIC, AND MEAN ARTERIAL BLOOD PRESSURE, AND RATE-PRESSURE PRODUCT)

T“EA’“ENT‘ES‘OLOL ------ -, - - L L LA L TR D P P L L L

BLOOD

191.0
197.0
207.0
199.0
196.0
192.0
197.0

193.0
189.0
186.0
190.0

184.0
182 0

170.0
137.0
120.0

132.0
t78.0
197.0

183.0
197.0

187.0
183.0

172.0
170.0
163.0
156.0

122.0

SYSTOLIC ODIASTOLIC
8LO0D
PRESSURE PRESSURE

89.0
118.0
122.0

113.0

122.0

nv.0
106.0

101.0
87.0
97.0
94.0

78.0

MEAN

133.7
142.3
143.7
141.0
138.7
1356.3
139.1

133.7
130.3
129.3
134.0

125.7
127.3

123.3
102.3
96.0

103.3
138.0
147.0

136.3
147.0

136.3
131.7

124.7
124.3
119.0
114.7

92.7

RATE
ARTERIAL PRESSURE MAXIMUM WAXIMUM
PRESSULRE PRODUCT

17,0
18.9
18.0
18.3
17.6
16.9
17.8

15.8
14.2
13.8
14. 4

13.2
13.3

13.8
10.4
9.6

9.6
13.7
14.2

13.5
14.2

13.1
12.6

1.9
11,6
11.6
1.4

8.3

TIME OF TIME OF
HR sBp

8:55:00 8:56:00

TIME OF
MAX EMUM

o8P

8:56:00

a

a .

mg’?ﬂﬂvﬂ

S0 el



PATIENT NUMBER/INITIALS: 602/
AGE/SEX: .59/F
DRUG GROUP: Esmolol

HISTORY: 1. Hypertension
2. Chronic obstructive pulmonary disease
3. Hemiparesis and expressive aphasia
(April 1984)
4. Average baseline: heart rate 77 bpm
blood pressure 151/69 mm Hg

PRIOR MEDICATION:

Heparin 1000 units q.lh continuous ]V infusion

DETAILS: Esmolol was infused at 500 mcg/kg/min for 12
minutes due to an error in communication between the
investigator and study nurse. Three minutes into
the esmolol infusion atracurium (6. mg 1IV) wvas
administered for “pre"” muscle relaxation. One
minute later the patient became panic stricken
because of an inability to breathe. Her blood
pressure increased to 226/126 mm Hg. One minute
later the blood pressure read 305/113 mm Hg.
Thiopental (75 mg IV) was administered at this time
for induction of anesthesia and the panic reaction
subsided. Sinus itachycardia (110 bpm) and J point
depression began {minute five of the esmolol
infusion) one minute after the administration of
thiopental and lasted approximately two minutes.

At this time the patient then developed
ST-segment depression of 1 mm two minutes after
induction of anesthesia. The ST-segment depression
became 2 mm but then improved to 1 mm just before
intubation. The ST-segment changes then reverted to
normal during the postinfusica period.

150



PATIENT NUMBER/INITIALS: 602/

OUTCOME: No further episodes during surgery:;
Uneventful postoperative course;
ECG remained within normal limits



CAROTID

CLINICAL UBSERVAIIUNS WlTH REFERENCE TIMES INCLUOED, 8Y PATIENT
(HEART RATE, SYSTULIC, DIASTOLIC, AND MEAN ARVTERIAL BLOUD PRESSUKL, AND RATG-PRESSURE PRODUCT)

--------------- T eeee e eoeeeo— - ~PATIENT=602

YREATMENT=ESMOLOL ~=-—~--—-vemecmocmcc e c e cce e —————m
INHAL- INFUSION SYSTOLIC DIASTOLIC MEAN RATE TIME OF TIME OF TYIME OF
ATION TIME HEARTY BLOOD BLOOD ~ ARTERIAL PRESSURE MAXIMUM MAXINUM MAXIMUM
PHASE DOSE(%) (MIN) TIME RATE PRESSURE PRESSURE PRESSURE PRODUCY HR sep oBp
120 ECG, NORMAL
e EFFICACY TIME o+ 7:31:00
BASE -5 MIN -5.0 7:32:00 79.0 152.0 74.0 100.0 12.0
BASE -4 MIN -4.0 7:33:00 r4.0 146.0 64.0 91.3 10.8
BASE -3 MIN -3.0 7:34:00 7.0 140.0 67.0 91.3 10.8
BASE ~2 MIN ~-2.0 7:35:00 81.0 1£6.0 70.0 88.7 12.6
BASE -1 MIN -1.0 7:36:00 5.0 157.0 66.0 97.7 11.8
BASE O WMIN 0.0 7:37:00 77.0 152.0 70.0 97.3 1.7
BASE AVERAGE 7:37:00 17.2 150.5 68.8 96.1% 11.86
LOAD DOSE START 7:37:0C
ESMOLOL t MIN 1.0 7:38:00 7.0 154.0 69.0 . 87.3 12.0
ESMOLOL 2 MIN 2.0 7:39:00 72.0 143.0 66.90 91.7 10.3
ESMOLUL 3 MIN 3.0 7:40:00 7.0 167.0 78.0 107.7 1.9
ESMOLOL 4 MIN 4.0 7:41:00 78.0 226.0 126.0 159.3 t7.6
ESMOLOL 5 MIN 5.0 7:42:00 60.0 305.0 113.0 - 127.0 18.3
INDUCTION 7:42:00
ESMOLOL 5.5 MIN 5.5 7:42:30 110.0 250.0 1256.0 = 166.7 27.8%
ESMOLOL 6 MIN 6.0 7:43:00 97.0 220.0 115.0 150.0 21.3
ST-SEGMENT DEPRESSION, MM 7:143:00
ESMOLOL 6.5 MIN 6.5 7:43:30 98.0 227.0 125.0 - 159.0 22.2
ESMOLOL 7 MIN 7.0 7:44:00 108.0 215.0 110.0 185.0 23.2
ESMOLOL 7.5 MIN 7.5 7:44:30 98.0 225.0 115.0 . 151.7 22.0
ESMOLOL 8 MIN 8.0 7:45:00 94.0 197.0 106.0 136.3 18.5
ST-SEGMENT DEPRESSION, 20 7:45:00
ESMOLOL 8.5 MIN 8.5 7:45:30 89.0 178.0 98.0 124.7 15.8
ESMOLOL 9 MIN 9.0 7:46:00 84.0 193.0 98.0 129.7 18.1
ST-SEGMENT DEPRESSION, 1am 7:46:00
ESMOLOL 9.5 MIN 9.5 7:46:30 77.0 182.0 75.0 110.7 14.0
ESMOLOL 10 MIN 16.0 7:47:00 83.0 180.0 85.0 116.7 14.9
ESMOLOL 10.5 MIN 10.5 7:47:30 76.0 177.0 69,0 ° 118.3 13.5
LARVNGOSCOPY START 7:47:30
ESMOLOL 11 MIN 1.0 7:46:00 77.0 177.0 80.0 119.0 13.6
END OF INTUBATION 7:48:08
ESMOLOL 11.5 MIN 11.5 7:48:30 76.0 155.0 80.0 165.0 1.9
ISOFLURANE 2.00 7:48:30 R
ESMOLOL 12 MIN 12.0 7149:00 74.0 156.0 80.0 . 105.3 1.5
INFUSION 300 sigR 7:49:00
I SOFLURANE 0.5 7:50:00
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CARQTID
CLINICAL OBSERVATIONS WITH REFCRENCE TIMES INCLUDED, BV PATIENT
(HEART RATE, SYSTOLIC, DIASTOLIC, AND MEAN ARTERIAL B8LOOC PRESSURE, AND RATE-PRESSURE PRODUCYT)

-------------------------------------------------- PATIENT=602

YREATMENTSESMOLOL - === === === o oo o e oo e cme e s
INHAL - INFUSION SYSTOLIC DIASTOLIC  MEAN RATE  YVI1MT OF TIME OF TIME OF
ATION TIME HEART  BLOOD BLOOD  ARTERIAL PRESSURE MAXIMUM WAXIMUM MAXIMUM

PHASE DOSE (%) (MIN) TINE RATE  PRESSURE PHESSURE  PRESSURE PRODUCT HR s8p oee

POST INF 2 MIM 2.0 7:51:00 74.0 153.0 72.0 99.0 11.3

POST INF 5 MIN 5.0 7:54:00 75.0 113.0 46.0 68.3 8.5

ST-SEGMENT DEPRESSION RETURNS TO BASELINE

POST INF 10 MIN 10.0 7:59:06 81.0 105.0 62.0 76.3 8.5

POST INF 15 MIN 5.0 9:04:00 85.0 119.0 70.0 86.3 10.1

MAXIMUM (ALL) 8:04:00 85.0 177.0 90.0 119.0 13.6  8:04:00 7:48:00 7:48:00

INCISION 8:04:30
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PATIENT
AGE/SEX:

NUMBER/INITIALS: 613/
79/M

DRUG GROUP: Esmolol

HISTORY:

1. Hygertensive cardiovascular disease (1969)
. Atherosclerotic cardiovascular disease
3. Inferior wall myocardial infarction (1977)
4. Average baseline: heart rate 53 bpm
blood pressure 178/69 mm Hg

PRIOR MEDICATIONS:

DETAILS:

1. Prazosin (Minipress®) 2 mg p.o. b.i.d.
2. Methyldopa 250 mg p.o. t.i.d.

3. Potassium chloride (Slow-K°®) 8 mEq p.7. b.i.d.
4. Hydrochlorothiazide 50 mg p.o. q.a.m.

S. Reserpine 0.125 mg p.o. q.a.m.

This patient wvas noted to have a 1 mnm
ST-segment depression at start of the five-minute
baseline period, progressing to 1.5 mm depression by
the end of the baseline period. T-waves went from
upright to flattened at the same time. At minute
one of the infusion, ST-segment depression returned
to 1 mm and the T-waves were to upright. The T-wave
again flattened and the ST-segment further depressed
to 1.5 mm at nine minutes into the infusion period
({.e., 1.5 minutes postintubation). A junctional
rhythm (48 bpm) in conjunction with hypotension
(70/35 mm Hg) was also noted at this time.
ST-segment depression progressed to 1.8 mm by minute
12 of the infusion, then further to 2 mm by two

minutes postinfusion. T-vaves remained flattened
throughout the study. Junctional rhythm also
persisted. By 15 minutes postinfusion, the heart

rate vas 55 bpm, the blood pressure 98/59 mm Hg, and
:?e ?T-segment depression had returned to baseline
mr) .
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PATIENT NUMBER/INITIALS: 613/

OUTCOME: Occasional PVCs/PACs postop,
Treated with potassium supplements;

ECG unchanged:
CPK within normal limits;

No perioperative MI
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CARQT10

CLINICA. OBSERVATIONS WITH REFERENCE TIMES INCLUDED, BY PATIENT
(HEART RATE, SYSTOLIC, DIASTOLIC, AND MEAN ARTERIAL BLOOD PRESSURE, AND RATE-PRESSURE PRODUCT)

PATLIENT=613

TREATMENTSESMULOL - - ==~ --=-cemm e e e s cemce—coae. —ea—caae- ———
INHAL - INFUSLON SYSTOLIC DIASTOLIC MEAN RATE TIME OF TIME OF TIME OF
ATION TIME HEART  BLOOD 8L000 ARTERIAL PRESSURE MAXIMUM MAXIMUM MAXIMUM
PHA SE DOSE(%) (MIN) TIME RATE PRESSURE PRESSURE PRESSURE PRODUCY HR sap 2.1
P20 ECG, ST-SEGMENT DEPRESSION NOTED
s EFFICACY TIME e» 7:34:00
BASE -5 MIN -5.0 7:35:00 56.0 185.0 87.0 19.7 10.4
ST-SEGMENT DEPRESSIOM, W 7135:00
GASE -4 MIN -4.0 7:36:00 55.0 187.0 67.0 107.0 10.3
BASE -3 MIN -3.0 7:37:00 S51.0 185.0 70.0 108.3 9.4
BASE -2 MIN -2.0 7:38:00 54.0 182.0 68.0 106.0 8.8
ST-SEGMENT OEPRESSION WORSENS, 1.5 7:38:00
BASE -1 MIN -1.G 7:39:00 51,0 163.0 60.0 94.3 a.3
BASE O MIN 6.0 7:40:00 51.0 168.0 63.0 98.0 8.8
BASE AVERAGE 7:40:00 53.0 Vv78.3 69.2 105.6 9.5
LOAD DOSE START 7:40:00
ESMOLOL 1 MIN i.0 7:41:00 564.0 185 .. 73.r 1.0.3 10.0
SY-SEGMENT DEPRESSION 1WPROVES, 1a 7:41:00
ESMOLOL 2 MIN 2.0 7:42:00 5.0 t75.v 67 ! 103.0 8.9
ESMOLUL 3 MIN 3.0 7:43:00 48.0 169 © Gi.0 98.3 8.4
ESMOLOL 4 MIN 4.0 7:44:C) 43.0 153.0 $9.0 92,0 6.8
INFUSION 300 START 7:44.0C
ESMOLOL 5 MIN $.0 7:45:0:0 45.0 158 .G 6V 9 93.3 7.4
ST-SEGMEN! IMPROVES, <!
INOUCTION 7:45:20
ESMOLOL 5.5 MIN 5.5 7:45:30 8.0 155.0 3.0 93.7 5.9
ESMOLOL 6 MIN 6.0 7:46:00 43.0 173.0 $9.0 97.0 7.4
ESMOLOL 6.5 MIN 6.5 7:46:30 43.0 152.0 62.0 92.0 7.3
ESMOLOL 7 MIN 7.0 7:47:00 45.G 132.0 55.0 80.7 6.3
LARYNGOSCOPY START 7:47:10
ESMOLOL 7.5 MIN 7.9 7:47:30 S50.0 140.0 60.0 - 86.7 7.0
€ND OF INTUBATION 7:47:33
1 SOFLURANE 2.00 7:47:35 '
ESMOLOL 8 MIN 8.0 7:48:00 6§0.0 87.0 39.0 58.3 4.9
ESMOLOL 8.5 MIN 8.5 7:40:30 46.0 85.0 40.0 55.0 3.9
ESMOLOL & MIN 9.0 7:49:00 48.0 70.0 35. 46.7 3.4
ST-SEGMENT WORSENS, 1.5u 7:49:00
SDEVELOPS JUNCTIONAL RHYTHM 7:49:00
ESMOLOL 9.5 MIN 9.5 7:49:30 48.0 91.0 45.0 60.3 4.4

® JUNCTIONAL RHYTHM CONTINUED THROUGHOUY OBSERVATION PERICD

NOTE By INVESTIGATOR: NEAR THE END OF SURGERY THE PATIENT AGAIN DEVELOPED NODAL (JUNCTIONAL RHYTHM) MAKING THE INITSAL REACTION
PROBABLY NOT RELATED TO ESMOLOL.

LRI

ey TR

T )



CAKCTIOD

CLINICAL OBSERVATIONS WITH REFERENCE TIMES INCLUOED, BY PATVIENT
(HEART RATE, SYSTOLIC, DIASTOLIC, AND MEAN ARTERIAL BLOOD PRESSURE, AND RATE-PRESSURE PRODUCT)

-------------------------------------------------- PATIENT=613

TREATMENT=ESMOLOL - == === ===== e e
INHAL~ INFUSLON SYSTOLIC DIASTOLIC  MEAN RATE TIME OF TIME OF TIME OF
ATION TIME HEART  BLOOD BLOOD  ARTERIAL PRESSURE MAXIMUM MAXIMUM MAXIMUM

PHASE DOSE (%) (MIN) TIME RATE  PRESSURE PRESSURE  PRESSURE PRODUCT HR sap oep

1SOFLURANE 0.25 7:49:3%

ESMOLOL 10 MIN 10.0 7:50:00 50.0 70.0 3s.0 46.7 s

ESMOLOL 10.5 MIN 0.5 7:50:30 51.0 100.0 §5.0 70.0 5.1

ESMOLOL 11 MIN 1.0 7:51:00 51.0 85.0 55.0 68.3 4.8

ESMOLOL 11.5 MIN 11.5 7:51:30 51.0 99.0 $0.0 66.3 5.0

ESMOLOL 12 MIN 12,0 7:52:00 . 105.0 56.0 - 72.3 5.6

INFUSION 300 STOP 7:52:00

ST-SEGMENT WORSENS, ) .Bam 7:53:00

ST-SEGMENT WORSENS, 2MM 7:54:00

POST INF 2 MIN 2.0 7:54:00 51.0 a1.0 $3.0 . 62.3 4.1

POST INF 5 MIN 5.0 7:57:00 51.0 103.0 66.0 78.3 5.3

POST INF 10 MIN 10.0 8:02:00 47.0 101.0 62.0 75.0 4.7

ST-SEGMENT IMPROVES, §.5uM 8:02:00

POST INF 15 MIN 15.0 8:07:00 55.0 98.0 59.0 72.0 5.4

SV-SEGMENT IMPROVES, 1MM 8:07:00 :

MAXEMUM (ALL) 8:07:00 55.0 140.0 66.0 - .86.7 7.0 8:07:00 7:47:30 7:57:00

INCISION 8:10:00 :
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PATIENT

AGE/SEX:

NUMBER/INITIALS: 617/
66/M

DRUG GROUP: Esmolol

HISTORI ¢

1. Thoracic aneurysm (1580)
2. Coronary srtery bypass graft surgery (1980)
3. Arteriosclerotic cardiovascular disease
¢. Hypertensive cardiovascular disease
S. Transient ischemic attacks
6. Left carotid endarterectomy
7. Chronic obstructive pulmonary disease
8. Average baseline: heart rate 72 bpm
blood pressure 183/85 mm Hg

} PRIOR MEDICATIONS:

) DETAILS:

l. Hydralazine 50 mg p.o. t.i.d.

2. Chlorthalidone (Hygroton®) 25 mg p.o. 3x/veek .

++ Nifedipine 10 mg p.o. t.i.d.
. Potassium chloride 10 mEq p.o. t.i. d.

Esmolol was infused according to protocol.
One and one-half minutes after jinduction of
anesthesia (seven minutes into ¢the infusion),
"pseudo” normalization of the ST-segment was noted.
This normalization in a patient with prestudy
depression of the ST-segment vas a subtle indication
of cardiac ischemia, The normalization of the
ST-segment continued until ten minutes into the
postinfusion observation period, when the ST-segment
returned to prestudy depression.
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PATIENT NUMBER/INITIALS: 617/

OUTCOME:

Covered pre- and postop with calcium channel blocker
therapy:

ECG unchanged;

CPK within normal limits;

No evidence of MI



CAROT1D

. CLINICAL OBSERVATIONS WIVH REFERENCE TIMES - INCLUDED, BY PATIENT
(HEART RATE, 'SYSTOLIC, DIASTOLIC, AND MEAN ARTERIAL BLOOD PRESSURE, AND RATE-PRESSURE PRODUCT)

INHAL - INFUSION SYSTOLIC DIASTOLIC MEAN RATE TIME OF TIME OF TIMC OF

ATION TiIME HEART BLOOD BLOOD ARTERIAL PRESSURE MAXIMUNM MAXIMUM MAXIMUM
PHASE DOSE(%) {MIN) TIME RATE PRESSURE PRESSURE PRESSURE PRODUCT HR sap vapP
12t ECG, ST-SEGMENT DEPRESSION NOTED 11:40:00
ST-SEGMENT DEPRESSION
BASE -5 MIN -5.0 11:40:00 71.0 183.0 83.0 116.3 13.0
BASE -4 MIN -4.0 11:41;00 71,0 189.0 83.0 118.3 13.4
BASE ~3 MIN -3.0 11:42:00 73.0 186.0 85.0 118.7 13.6
BASE -2 MIN ~-2.0 11:43:00 72.0 182.0 80.0 114.0 3.9
BASE -1 MIN ~1.0  11:44:00 75.0 176.0 88.0 117.3 13.2
BASE 0 MIN 0.0 11:45:00 71.0 184.0 $0.0 121.3 13.1
BASE AVERAGE 11:45:00 72.2 183.3 84.8 117.7 13.2
LOAD DOSE START 11:45:00
ESMOLOL ¥ MIN 1.0 11:46:00 75.0 187.0 85.0° 119.0 14.0
ESMOLOL 2 MIN 2.0 11:47:00 73.0 178.0 84.0 115.2 13.0
ESMOLOL 3 MIN 3.0 11:48:00 68.1+ 170.0 92.0 118.0 11.6
ESMOLOL 4 MIN 4.0 11:49:00 67.0 185.0 80.0 V15.0 12.4
INFUSTON 300 START 11:49:00 ’

ESMOLOL S MIN 5.0  11:50:00 67.0 178.0 83.0 114.7 1.9
INDUCTION 11:50:00

ESMOLOL 5.5 MIN 5.5 11:50:30 67.0 176.0 80.0 . 112.0 11.8
ESMOLOL 6 MIN 6.0 11:51:00 67.0 178.0 83.0 114.7 V.9
ESMOLOL 6.5 MIN 6.5 11:51:30 64 0 169.0 B5.0 ° 113.0 0.8
ESMOLOL 7 MIN 7.0 11:52:00 68.0 175.0 97.0 123.0 1.9
ESMOLOL 7.5 MIN 7.5 11:52:30 74.0 181.0 110.0 - 133.7 13.4
ESMOLOL B MIN 8.0 11:53:00 76.0 169.0 107.0 127.7 12.8
LARYNGOSCOPY START 11:53:00 .

END OF INTUBATION 11:93:20

®ST-SFGMENT WORSENS 11:53:20

ESMOLUL 8.5 MIN 8.5 11:53:30 70.0 146.0 94.0 1.3 10.2
1SOFLURANE 2.00 11:53:30
ESMOLOL 9 MIN 9.0 11:54:00 79.0 117.0 9.0 . 85.0 9.2
ESMOLOL 9.5 MIN 9.5 11:54:30 82.0 148.0 96.0 13,7 12,2
ESMOLOL 10 MIN 10.0 11:55:00 83.0 165.0 104.0 124.3 13,7
ESMOLOL 10.5 MIN 10.5  11:55:30 84.0 173.0 93.0 119.7 14.5
MAXIMUM (EFFICACY) 11:55:30 84.0 173.0 104.0 124.3 14.5 11:55:30 11:55:30 13:55:00
1 SOFLURANE 0.25 11:55:30
e EFFICACY TIME oo 11:55:30 :
ESMOLOL 11 MIN 11.0 11:56:00 79.0 180.0 104.0 °129.3 14,2
ESMOLOL 11.5 MIN 11.5  11:56:30 82.0 176.0 100.0 . 125.3 14.4
ESMOLOL 12 MIN 12,0 11:57:00 84.0 173.0 96.0 121.7 14.5
INFUSION 300 STOP 11:57:00

® STARTED AFTER INTUBATION ANDO CONTINUED FOR APPROXIMATELY 3 MINUTES

. - . m . L

BRYZ. T o1 o L

e e e AN g S



CAROTID

CLINICAL OBSERVATIONS WITH REFERENCE TIMES INCLUDED, BY PATIENT
(HEART RATE, SYSTOLIC, DIASTOLIC, AND MEAN ARTERIAL BLOOD PRESSURE, AND RATE-PRESSURE PRODUCT)

-------------------------------------------------- PATIENT=617

TREATMENT=ESMOLOL -~~~ -~=~ === < e-o-ccercnoco=cas ARt DL R bl Ll
INHAL~ INFUSION SYSTOLIC DLASTOLIC MEAN RATE TIME OF TIME OF TIME OF
ATION TIME HEART BLOOO BLOOD ARTERIAL PRESSURE MAXIMUM MAXIMUM MAXIMUM
PHASE DOSE (%) (MIN) TIME RATE PRESSURE PRESSURE PRESSURE PRODUCT HR sep o8P
POST INF 2 MIN 2.0 11:59:00 85.0 173.0 84.0 113.7 14.7
MAXIMUM (ALL) 11:59:00 85.0 180.0 104.0 © 129.3 14.7 11:59:00 11:56:00 11:55:00
POST INF S MIN 5.0 12:02:00 76.0 151.0 9.0 . 103.0 1.5
ISOFLURANE 1.00 12:02:00
POST INF 10 MIN 10.0 12:07:00 76.0 116.0 56.0 76.0 8.8
POSY INF 15 MIN 15.0 12:12:00 77.0 114.0 64.0 80.7 a.9
INCISION 12:15:00
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PATIENT NUMBER/INITIALS: 619/

AGE/SEX:

S1M

DRUG GROUP: Esmolol

HISTORY:

1. Coronary artery bypass graft surgery x 2 (1980
and 1984)
2. Carotid endarterectomy (May 1984)
3. Colon resection for diverticulosis (1982)
4. ?:;g;gal laminectomy for degenerative arthritis
5. Average baseline: heart rate 54 bpm
blood pressure 182/75 mm Hg

PRIOR MEDICATIONS:

DETAILS:

Aspirin 60 mg p.o. q.d.

This patient had. 1 mm horizontal ST-segment.

depression with 'biphasic T-vaves throughout the
five-minute baseline period. After the infusion of
esmolol was started the T-vaves became upright.
After induction and immediately before intubation
the ST-segment became upsloping., At two minutes
after intubation, the ST-segment was less than 1 mm
depressed. In the postinfusion fcllow-up period the
ST-segment depression returned to a 1 mm depression.
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PATIENT NUMBER/INITIALS: 619/

OUTCOME:

Postop ECG unchanged from preop;
Uneventful postop course
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----------------------------- meseresomccececnmea---PATIENT=619
TREATMENT=ESMOLOL~~-~~-~~ R taiab ik Bttt D veemcmann— B b L

INHAL - INFUSION

ATION TIME HEART
PHASE DOSE(%) (MIN) TIME RATE
2L ECG, ST-SEGMENT DEPRESSION <iMm
oo EFFICACY TIME ¢ 7:41:00
BASE -5 WMIN -5.0 7:42:00 91.0
ST-SEGMENMTY DEPRESSION, 1w 7:42:00
BASE -4 MIN ~4.0 7:43:00 96.0
BASE -3 MIN -3.0 7:44:00 93.0
BASE -2 MIN -2.0 7:45:00 9.0
BASE -1 NMIN -1.0 7:48:00 93.0
BASE O MIN 0.0 7:47:00 97.0
BASE AVERAGE 7:47:00 93.S
LOAD DOSE STARY 7:47:00
ESMOLOL 1 MIN 1.0 7:48:00 98.0
ESMOLOL 2 MIN 2.0 7:49:00 90.0
ESMOLOL 3 MIN 3.0 7:50:00 87.0
ESMOLOL 4 MIN 4.0 7:%51:00 87.0
INFUSION JO0 START 7:91;00
ESMOLOL S5 MIN 5.0 7:52:00 08.0
INDUCTION 7:52:00
ESMOLOL 5.7 MIN 5.9 7:52:30 87.0
ESMOLOL © MIN 6.0 7:53:00 87.0
ESMOLOL 6.5 MIN 6.5 7:53:30 86.0
ESMOLOL 7 MIN 7.0 7:54:00 86.0
ST-SEGMENT I1MPROVES 7:54:00
ESMOLOL 7.5 MIN 7.% 7:54:30 87.0
ESMOLOL B MIN a4.0 7155:00 86.0
ESMOLOL 8.5 MIN 8.5 7:55:30 @67.0
LARYNGOSCOPY START 7:55:30
ESMOLOL 9 MIN 2.0 7:56:00 83.0
END OF INTUBAYION 7:56:10
ESMOLOL 8.5 WMIN 9.5 7:56:30 88.0
ISOFLURANE g.30 7:56:30
1SOFLURANE 2.00 7:56: 4S5
ESMOLOL 10 MIN 10.0 7357:00 ™ .0
MAXIMUM (ALL) 7:57:00 91,0
ESMDLOL 10.5 MIN 10.5 7:57:30 90.0
ESMOLOL 11 NIN 11.0 7:58:00 81.0
ESMOLOL 131.5 MIN 11.9 7:58:30 91.0
ST~SEGMENT IMPROVES, <iM 7:%58:30
ESMOLOL 12 ®IN 12.0 7:59:00 91.0
INFUSION 300 STOP 7:59:00

CAROTID

CLINICAL OBSERVATIONS WITH REFERENCE TIMES INCLUDED, BV PATIENT
(HEART RATE, SYSTOLIC, DIASTOLLC, AND MEAN ARTERIAL BLOOD PRESSURE, AND RATE-PRESSURE PRODUCT)

BLOOD

1@8.0

160.0
195.0
170.0
185.0
176.0
'87.3

205.0
195.0
196.0
185.0

189.0

195.0
181.0
157.0
142.0

135.0
127.0
115.0

107.0
157.0
191.0
215.0
205.0
204.0
203.0

215.0

SYSTOLIC OIASTOLILC
BLOOD
PRESSURE PRESSURE

75.0

75.0
79.0
68.0
75.0
76.0
74.7

80.0
a2.0
80.0
80.0

76.0

82.0
75.0

73.0

70.0 .
67.0

67.0
63.0

$5.0

85.0

103.0
113.0
170.0
109.0
104.0

113.0

MEAR

132.3
147.0
141.7
140.7
137.0

1\47.0

RATE

17.%

17.3
8.1
15.86
17.2
171
17.0

20.1
17.9
7.0
17.0

17.0
18.7
13.5
12.2

1.7
10.9
10.0

8.9
13.8
17.4
19.6
18.95
18.6
18.5

19.6

HR

7:57:00

TIME OF TIME OF VIME OF
ARTERIAL FRESSURE MAXIMUM MAXIMUM MAXIMUM
PRESSURE Piduull

sep bap

7:59:00 7:159:00
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CLINICAL OBSERVATIONS WITH REFERENCE TIMES INCLUDED, BY PATIENT
(HEART RATE, SYSTOLIC, DIASTOLIC, AND MEAN ARTERIAL BLOOD PRESSURE, AND RATE-PRESSURE PRODUCT)

CAROT1D

“wmmere— e cm—c—seso creeerecerceer—caoaa ,————— PATIENT=619

TREATMENT=ESMOLOL - -~~~ L bt e ———— cmmeee e~ —— cmenaee—-
INHAL - INFUSION SYSTOLIC
ATION TIME HEART 8LO0D

PHASE DOSE(%) (MIN) TIME RATE PRESSURE

POST INF 2 MIN 2.0 8:01:00 86.0 173.0

ST-SEGMENT WORSENS, 1M 8:01:00

I1SOFLURANE 0.50 8:01:45

POST INF S5 MIN $.0 8:04:00 B6.0 135.0

1SOFLURANE 0.00 8:05:15

1SOFLURANE 0.50 8:06:15

1SOFLURANE 0.30 8:07:30

POSY INF 10 MIN 1G6.0 8:09:00 84.0 110.0 *

ISOFLURANE 0.60 8:11:15

§ SOFLURANE 0.80 8:12:30

POST INF 15 MIN S0 8:14:00 84.0 130.0

ST-SEGMENT RETURNS U BASELINE 8:14:00

INCISIUN 8:14;:30

!

: f

DIASTOLIC MEAN RATE TIME OF TIME OF TIME OF :

8L00D ARTERIAL PRESSURE MAXIMUM MAXIMUM MAXINUM !

PRESSURE PRESSURE PRODUCT HR sa8p oBp .

85.0 114.3 14.9 f

) L

L

65.0 88.3 11.6 {
§5.9. 73.3 9.2

§0.0 83.3 10.9 N\
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PATIENT NUMBER/INITIALS: 624,
AGE/SEX: 71/
DRUG GROUP: Esmolol

HISTORY: 1. Hypertension
Arteriosclerotic cardiovascular disease

2

3. Intermittent right bundle branch block
4. Lefc carotid artery stenosis

5. Lacunar infarction (April 1984)

6. Skin cancer

7. Average baseline: heart rate 72 bpm
blood pressure 167/64 mm Hg

PRIOR MEDICATIONS:

1. Nifedipine 10 mg p.o. t.i.d.
2. Quinidine 200 mg p.o. q.i.d.

DETAILS: This patient had. a 2.5 to 3.2 mm ST-segment
depression during the five-minute baseline period.’
After starting the infusion the ST-segment
depression vas noted to be 2.9 mm until induction of
anesthesia. The ST-segment depression improved from
2.9 mm depression to 2.0 mm depression until
intubation at wvhich time it dropped back to 2.9 mm

depression. Hovever within two minutes of
intubation it had again improved to 2.0 mm
depression, In the postinfusion period ST~segment

depression was noted to be 1.3 to 2.0 mm depression.
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PATIENT NUMBER/INITIALS: 624/

OUTCOME: ST-segment changes noted on postop ECG... clinically
insignificant as judged by cardiology consultant;
Nitrate therapy initiated postop, however;
CPK normal;

No evidence of MI;
Occasional PVCs noted during first 24 hours postop,

treated with quinidine

— S

-, .

a .



]

CARQTLOD

CLINICAL OBSERVATIONS WITH REFERENCE TIMES. INCLUDED, 8Y PATIENT
(HEARY RATE, SYSTOLIC, DIASTYOLIC, AND MEAN ARTERIAL BLOOD PRESSURE, AND RATE-PRESSURE PRODUCT)

T ORI~

----------------------------------------- reee-ee- -PATIENT=624

TREATMENT =ESMOLOL--—-==~=vcv= S il Ammermee e ——————-
INHAL - INFUSION SYSTOLIC OIASTGLIC MEAN RATE TIME OF TIME OF TIMNME OF §
ATION TIME HEART BLOOD BLOOO ~ ARTERIAL PRESSURE MAXIMUR MAXIMUM MAXIMUM 7

PHASE DOSE(%) (MIN) TIME RA E PRESSURE PRESSURE PRESSURE PRODUCT HR sSBp o8P ¢

120 ECG, STRAIN PATYERN TO ST-SEGMENY ’

BASE -5 MIN -5.0 7:41:00 73.0 160.0 63.0 96.3 1.7

SY-SEGMENT DEPRESSION, 2.5 7:41:00

BASE -4 MIN -4.0 7:142:00 73.0 170.0 65.0 100.0 12.4

BASE -3 MIN -3.0 7:43:00 72.0 175.0 65.0 10,7 12.6

BASE -2 MIN -2.0 7:44:00 73.0 173.0 65.0 t01.0 12.8

BASE -1 MIN -1.0 7:45:00 73.0 163.0 66.0 98.3 11.9

BASE 0 NIN 0.0 7:46:00 70.0 163.0 60.0 94.3 1.4

ST-SEGMENT WORSENS, 3.2 7:146:00

BASE AVERAGE 7:46:00 72.3 167.3 64.0 90.4 12.1

LOAD DOSE STARTY 7:46:00 .

ESMOLOL 1| MIN 1.0 7:47:00 67.0 170.0 60.0 96.7 11.4

ST-SEGMENT IMPROVES, 2.9MM 7:147:00

ESMOLOL 2 MIN 2.0 7:48:00 ©67.0 170.0 66.0 100.7 1.4 \\

ESMOLOL 3 MIN 3.0 7:48:00 63.0 153.0 67.0 : 95.7 9.6

ESMOLOL 4 MIN 4.0 7:50:00 63.0 160.0 6C.0 93.3 10.1

INFUSION 300 STARIT 7:50:00 .

ESMOLOL S MIN 5.0 7:51:00 6.0 163.0 60.0 94.3 .9

INDUCTION 7:51:00 ’

ESMOLOL §.5 MIN 5.5 ?7:51:30 61.0 160.0 66.0 - 88.7 9.8

ESMOLOL & MIN 6.0 7:$2:00 64.0 155.0 70.0 98.3 9.9

ESMOLOL 6.5 MIN 6.5 7:52:30 59.0 142.0 68.0 . 92.7 [}

ESMOLOL 7 MIN 7.0 7:53:00 $8.0 142.0 65.0 90.7 a.2

ST-SEGMENT INPROVES, 2.5um 7:53:00 )

ESMOLOL 7.5 MIN 7.8 7:53:30 62.0 133.0 63.0 86.3 8.2

ESMOLOL B MIN 8.0 7:54:00 63.0 135.0 62.0 86.3 8.%

ESMOLOL 8.5 MIN 8.5 7:54:30 60.0 132.0 $7.0 82,0 7.9

ESMOLOL 9 MIN 9.0 7:55:00 62.0 110.0 $3.0 72.0 6.8

SI-SEGMEN! IMPROVES, 2.0 7:55:00

LARYNGOSCOPY START 7:55:09 I

ESMOLOL 9.5 MIN 9.5 7:185:30 64.0 110.0 57.0 74.7 7.0

MAXIMUM (EFFICACY) 7:55:30 64.0 114.0 57.0 74.7 7.1 7:9%:38 7:56:30 7:55:30

ST-SEGMENT WORSENS, 2.8Mm 7:55:30

END OF INTUBAT]ION 7:155:32

ESMOLOL 10 MIN 10.0 7:56:00 64.0 105.0 $54.0 - 71,0 6.7

«. W .__‘



TREATMENT =ESMOLCL

THHAL -~
ATION
PHASE OO0SE(%)
ESMOLOL 10.5 MIN
ESMOLOL 1t MIN
¢ST-SEGHMENTY ]MPROVES, <.0MM
ESMULOL 11,5 MIN
ESMOLOL 12 WKIN
INFUSIT™N 300 STOP
POST INF 2 MIN
POST INF 5 MIN
POST INF 10 MIN
MAXIMUM (ALL)
1 SOF LURANE 0.50
POST INF 15 MIN
®0 EFFICACY TIME oo

& PERSISFS 10 B8:13:00

CAROTID .

CLINICAL OBSERVATIONS WITH REFERENCE TIMES INCLUDED, BY PATIENT
(HEART RAYTE, SYSTOLIC, DIASTOLIC, AND MEAN ARTERIAL BLOOD PRESSURE, AND RATE-PRESSURE PRODUCT)

INFUSION
TIME
(Mlte)

10.5
11.0

AN -

1
]

o000 ouwu

counn

TIME

7:56:30
7:57:00
7:57:00
7:57:03
7:58:00
2:58:00
8:00:00
8:03:00
8:00:00
8:08:00
8:31:00
8:13:00
8:13:00

HEART
RATE

62 0
64.0

61.0
$9.0

57.6
63.0
65.0
65.0

63.0

PATIENT=624

P Y B Y e L L P Y e L T T

SYSTOLIC DIASTOLIC

BLo00 8L000O
PRESSURE PRESSURE
114.0 55.0
110.0 54.0
109.0 §5.0
109.0 52.0
110.0 $1.0
115.0 60.0
135.0 70.0
136.0 70.0
136.0 $5.0

MEAN RATE

TIME OF TVIME OF

ARTERIAL PRESSURE MAXIMUM MAXIMUM

PRESSURE PRODUCT

74.7 7.1
72.7 7.0
73.0 6.6
1.9 6.4
70.7 6.3
78.3 7.2
91.7 8.8
81.7 8.8
82.0 8.6

HR sep

9:08:00 ©6:13:00

TIME OF
MAX EMUM
oep

8:08:00



Appendix 2E - Revised Efficacy and All Patients Data for Studies 51A, 518 B

and 49



IX.

"Efficacy Patienté“ tables and "All Patient” tables and
figures which include ten and 15 minute postinfusion
observation for Studies #8052-83-49, 8052-84-51A, and

8052-84-51B. .
A. Study 8052-84-51A
Table 11 - Efficacy Patients
HR
SBP
Table 12 - Efficacy Patients
DBP
MAP
RPP
B. Study 8052-84-51A
Table 25 - All Patients
HR
SBP
Table 26 ~ All Patients
DBP )
MAPR
RPP
C. Study 8052-84-51B
Table 11 - Efficacy Patients
HR
SBP
Table 12 - Efficacy Patients
DBP
MAP
RPP
D. Study 8052-84-51B
Table 27 - All Patients
HR
SBP
Table 28 - All Patients
DBP
MAP

PP

R S
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E. Study 8052-83-49

Table 11 ~ Efficacy Patients
HR
SBP

Table 12 - Efficacy Patients
DRP
MAP
R RPP

F. Study 8052-83-49

Table 27 - All Patients
HR
SBP

' Table 28 - All Patients
DBP
MAP
RPP
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Table 1

Heart Rate and Systolic Bl100od Pressure sith Changes from Baseline, by Perled,
tor “€fficacy Patients” Treated wiih fsmolol or Plecebo®

8,SELINE PREINDUCTION PREINTUBATION MAXIMUMN POST nr 2 POSY INF &
Meon » SEM N | Mesn & SEM M Mess ¢ SEM WP ) Meen ¢ SEM N | Mesn & SEM W Iwesn & SEM W
Group
HR (bpm) Eswmolol 73.9 t.8 s0] e8.8 1.8 so’| s0.5% 1.8 48] 97.% 1.9 S0} 01.3 3.8 19] 00.¢6 4.4 14
Placslo 74.7 2.0 S1] 77.4 2.4 51 98.9 2.2 a2 ] 1:2.3 2.2 St1] 9.7 2.9 25] 09.9 4.2 17
HR Changs Esmolol -5.1* 1.0 S0 s.¢’ 1.9 A6 13.3 2.3 S0 7.’. 2.% 19 s.a 2.9 14
Piacebo 2.7 v 81 13.8° 1.s 49 7.8 2.2 Si]| 15.6® 3.4 25| 13.2 5.0 07
Compsrison of Chenge® n.s. pre’’ (3 pre** n.s. N.S.
SBP (amiig) Esmeulo)d j31.8 2.8 sojtaz.0 2.2 S0 124.8 2.9 A43]157.9 3.0 90 Ho.)-z.l 19]1103.8 5.9 (L]
Placebo  §28.9 2.2 51 3128.) 2.3 (1] 12,9 2.3 .48} 198.7 3.4 gtj30.8 2.7 asjr.e 2.9 "
$BP Changs Esmg)lo) : -4.8* 0.9 s0} -6.9% 2.2 a3} 2.2 2.8 0 —00.1: 6.0 19}|-26.0° 8.8 14
Placsbo 0.2 1,0 st| -6.4° 2.0 48| 40.2 2.8 Sei-11.77 2.6 25{-19.27 4.1 W7
' [ ] ()
Comparison of Chenge N.S. [ 443 NT, [ 2] ".S. N. S,
¢ Indicates significant chenge from baseline (p<0.05). Wanimum change from baseline was not tested for significance.
& gignificant center by trestment fnteraction wss detected for SAP st the greintubstion period (p<0.05).
8 prgintudation heart rates werae not determined in Patients 2101, 115, Si1, and S13 n the esmolol group and in
Patieonts #5068 end 308 in the plecebo group. In addition to thess patients, SOP was not mesasured in Patients #1354,
180 snd 310 tn the esmoiol group snd (n “stient #1268 in the plecebo group.
€ n.S. indicetes no sipniticant difference betwesn the esmolol and placebo (resteent groups (p?_ﬂ.“).
P » Placebo, € = Eamulol 300 ecg/ng/min, * p<0.0%, *® p<D.OYV ) b
%.7T. Not tested becsuse of significant center by (reatment interaction E
2
™
[=3
[
N
]
@©
T
n
[ m F
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tabie 1) (contlinued)

New Table

Heart Rate and Systolic Blood Pressure with Changes from Basaline,
at 10 and 15 Minutes Postinfuston,

Treated With Esmoio}

Study #8052-84-

for “Efficacy Patients”
or Placebo

SI1A

POST INF 10 POST INF 15
Mesn + SEM N Nean ¢ SEM N
Group
HR (bpar) Esmolal 5.8 5.6 a 671.9 1.2 4
Placebo 87.8 6.7 10 82.8 5.5 6
HR Chenge Esmolo! 2.2 3.2 8 g.3 1.9 4
Placebo 6.3 7.4 10 4,7 4.4 ]
Comparison of Change™ N, T, N. T,
SBP (mmHg) Esmoiol B9.9 4.3 ] 87.8 1.4 4
Placesbo 107.4 5.0 10 105.7 4.3 e
$8P Change Esmolol -20.5* 8.6 8 -48.0,16.3 4
Placebo -23.9% s.e 0. -25.5% 5.1 6
Comparison of Change® N.T. N.T,

1

4

Indicates significant change from basel ine (p<0l95].

N.T. Not tested due to small! sample size.

VIS-¥8-2508%# Apna-
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Oliastotic Blood Pressura, Mean Artertal Blood Pressurse,
Pertod, for “Ef?

T

“~

and Rate-Pressure Product uith Chenges from Base!ine, by
.cacy Pstlents” Trested with Esmolo) or Placedo®

BASELINE PREINDUITION PREINTUBATION MAX 3 MUM POST INF 2 POST INP 8
Mean ¢ SEM N | Mean & SEM M| Mean o SEM  N'| Mesn & SEM N Mesn & SEM N| Mean & SEM N
Group
D8P (mwtig) Esmolol | 70.93 1.7 50 7.3 2.0 301 81.2 2.7 43 1111.0 2.6 80} 67.8 4.3 W9 62.%5 4.7 1
Plecebo | 76.8 1.4 S 76.0 1.4 S1{ 5.1 .9 40 [i1ta, 2.5 St1] 71,8 2.6 23 73.% 2.9
08P Change CEsmolol 1.3 0.9 50 2.9 2.7 43 32.% 2.0 s0)-1w0.2° 3.3 9 ~-15.87 4.8 14
Plecebo -0.8 1.2 51| -~1.7 1.6 a8 | 37.4 2.0 $1]| 7,97 2.3 25| -p.0’ 3.8 17
Compsrison of Chenge® NS, H.S. N7, ns, “.s, n.S,
MAP (mwmttyg) Zemolol | 808.23 .0 50 3.9 2.0 S80)] 95.7 2.6 43 (12%.9 2.6 S0 62,2 a4, 18 76.2 4.8 1a
Placebo | 94.0 1.6 St 83.4 1.8 Si1f{ 80.7 t.9 48 1139.2 2.7 SV 87.) 2.9 2% 86.9 2.7 2
MAP Chsnge Esmolo! -2.4/ 0.7 s0[-0.3 2.4 43 ] 290.6 2.0 80)-13.4° 4.0 19]-19.4" 5.9 14
Placebo -0.8 0.9 51]|-3.3% 1.5 a8 }3r.2 2.1 s1)-9.27 2,07 25|-11.77 3.4 7
Comparison of Change® NS, n.s. N T. e’ ".S. n.S.
RPP Esmolo) 9.8 0.3 50 2.8 0.3 S0} w0.0 0.3. 43 ; 14.3 0.3 %0 9.2 0.7 19 8.5 0.8 1a
Placebo 9.0 0.3 -1 9.9 0.3 St{ 0.8 0.3' a8 18.0 0.8 83§ 10.8 0.3 2% 10.3 0.7 7
APP Changs  Esmolol -1.0% 0.2 S0 0.2, 0.4 43| 4.5 0.4 50{-0.5° 0.4 9] -1.27 0.0 e
#iscedbo 0.3 0.2 -1 t.2 0.3 48 3.4 0.8 %1 . 0.5 28 0.t 0.9 7
c e (1)
Comparison of Changs N.S. [ 24 N.S. [ 2] n.S. N.S.
# Indicates significent chenge from baseline (p<0.03). Maximum chenge from beseline was not tested for significance.
® gignificent center by trestment interactions ware found for bath DBP and MAP at the preintubstion perilod (p<D.0S).
B pretintubastion Blood pressure was nat determined in Patients 2301, 115, 154, 160, 310, 511, end 513 in the esmolo}
proup and Petisnts #1126, 504 and 508 tn the placeds group. .
€ n.S. Indicetes no sipnificent differ bet the esmcic! and placebo trestment groups (p20.05).
P = Placesbho, € » Eamolo) J00 mcg/hg/min, * p<0.05, *¢ p<0Q.OV
N.T. Notl tested because of sfignificant center by trestment iIntersctions. on
)
~I
A
- - . R - _
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Table 12 (continued)
New Table
Diastolic and Mean Artertal 8l00d Pressures and Rate-Pressure Product
with Changes trom Baseline, at 10 and 15 Winutes Postintusiun,
for "Efficacy Patients” Treated with Esmolol or Plavwuwo

Study #8052-84-51A

POST INF 10 POST INF 15
Mean * SEM N Mean *+ SEM N
Group
08P (mmig) Esmolal 56.4 4.4 8 51.2 §.4 q
Placebo 73.0 4.4 10 ] 63.2 3.2 8
DBP Change Esmolol -24.57 4.6 8 . -30.2: 7.1 4
Placebo -8.6 4.3 ta -18.2° 4.8 8
Comparison of Change¥ N.T, N.T.
MAP (mmHg) Esmolol 67.5 4.2 a8 63.4 5.9 q
Placebo 84.5% 3.8 10 77.3 2.9 []
MAP Change Esmolol -29.9" 5.8 8 -36.27 9.6 4
Placebo -13.77 4.1 10 -20.67 4.4 6
Comparison of Change® N.T. N.T,
t
RPP Esmolol 6.8 0.6 [] . $.9 0.5 4
Placebo 9.8 1.1 10 o 8.8 0.7 6
RPP Change Esmolol -2.8*% o.5 8 -3.2% 0.9 4
Placebo ~-1.1 1.2 10 ~-1.5 0.6 [
Comparison of Change® N.T N.T,

f Indicates significant change from baseline (p<0:05).

% N.T. Not tested due to small sample s)ze.

o
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Heart Rate and Systolic Blood Pressure with Changes from

TABLE 2%

Paseline, by Perlod, for “All Patients* Trested with Csmolol or Placebe®

BASELINE PREINDUCTI1OM PREINTUBATION. MARTNUM POST INF 2 POST INF S
MEAN ¢+ SEM N MEAN - SEM M | MEAN + SEM N | MEAN ¢ SEM W | Mtaw o SEM o MEAN o SEN N

Group

HR (Dpm) Esmoiot | 73.9 1.8 38 63.7 1.6 s1€jet.s 1.9 s3¢| 97.2 1.9 sIt} 158 1.7 89€ 72.8 1.7 S6°
Placebo 74.9 1.9 Sa& 17.8 2.8 54 a8.8 2.1 52 113, 2.3 %3 86.9 1.9 €83 82.0 2.2 S\

HR Change Esmolol -4.4% 1.2 s27 7.3% 1.9 s3{ 23.v 2.1 %7 7. 2.0 %7 -1.6_ 1.9 S8
Plscebo 2.9 4.1 s¢ |13.% 1.6 s2 ) 3.y 2.v s3] 1.8® 2% 83 6.6 2.4 5)

Comparisen of Chanpe® n.S. pre®* ere® pre®® »me** pre®

SBP (sm 1) Eamoto) | 132.3 2.2 s8 | 127.4 2.2 S7 f126.5 2.6 49 {160.4 2.6 S7 [i07.t 3.1 ST 100.4 2.7 38
Piscebo | 120.7 2.1 64 | 128.4 2.2 s& }122.5 2.7 S1 ]ie7.8 3.3 $3 [116.7 2.0 53 107.6 2.2 SO

SoP Change Esmolol -4.7" 0.9 s7 {-6.0° 2.0 as| 23.3 2.2 87 |-24.8° 3.3 87 -31.8%7 3.2 ss
Placedbo -0.4 1.0 58 |-6.1" 1.9 si} 3.7 2.8 53 ]-12.0° 1.7 83 «20,% 2.V S0

Comparisan of Change® w.s. LS 2 N.T. pre*® p>e® Pe®

tndicetes atyaificent change fr
Stgnit icant centar by trastaent

P s Placabo, & » Esxalol J00 mcg/hg/min, © p<D.05, *¢ p<D.0) .
N.7. Not tested bacause of significant canter by treatment intacractions.

€  pate not evalisvle far ail pattents.

sbo trestment groups (p20.05).

om baseline (p<D.0S). Marimum changs from baseline was not tested for aignificence.
interactions were found for both DBP und MAP st the preintubetion period {p<0.0%).
.S, lnuicatas no signiticant difference betwessn che esmolcl snd plac

-

04

-
-
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Teble 25 (continued)
New Table
Heart Rate and Systolic Blood Pressure with Changes from Baseline,
at 10 and 15 Minutes Postinfusion, for "All Patients”
Treated With €Esmolcl or Placebo

Study #8052-84-51A

POSY [INF 10 POST INF 15
WMean < SEM N Mean + SEM N
Group
HR (bpm) Esmaiocl 15.0 2.t 49 5.9 2.0 44
Placebo 80.0 2.3 46 78.8 2.4 39
HR Change Esmglol 0.3 1.8 49 .2 2.3 44
Placebo 3.5 2.5 456 1.0 2.7 39
Comparison of Change® N.T, N.S.
SBP (mmHg) Esmalol 100.0 2.7 49 104.% 2.4 44
Placebo 104.0 2.0 46 . 107.0 2.3 38
SBP Change Esmolol -32.7" 3.2 7] -27.2% 3.3 44
Placeba -24.8% 2.6 46 -20.2% 2.7 a8
Comparisun ~f Change®™ N.S. N.S.

!

’

Indicates significant changs from baae)ine (p<0.05).
N.T. Not tested due to significant center by trestment interaction.

N.S. Indicateas no significant difference between the esmolo! ang
piaceto treatment groups (p> 0.08).

VIs-¥8-2508% Apmac
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TABLE 26
Disstolic Blood Pressure, Mean Arteris! Blood Pressure, and Rete-Pressure Product with Changes from
Gaseling, by Pertod, for "All Patients” Treated with Esmolol or Plgcebo®
MASELINE PREINDUCTION PREINTUBATION MAR e POSTY INF 2 POST InF S

MEAN * SEM N

MEAN » SEN N

MEAN ¢+ SEN N

MEAN ¢ SEM N

Group
O8P (mm NHg) Esmolol | 70.5 1.8 s8 77.3 1.8 81€) 81,3 2.7 49|112.7 2.6 57| ¢8.2 2.9 8I€ 82.8 2.1 SeS
Piscebo 77.0 1.4 84 7%.7 1.3 Sa 14.7 1.6 S [102.3 2.5 &3 8.9 1.7 83 es.t 1.6 SO
O8PF Change Esmolol -3.3 0.8 %7 2.8 2.9 49 340 1.9 87 |-10.47 2.3 w7 -16.2" 1.8 S8
Plecebs ~4.2 1.2 Sa | -2.4 1.6 81| 364 2.0 53] -72.4° v.a s3 -10.7” 1.6 SO
Compear ison of Ch.ngo" N.S. N.S. ~.T N.S. N.S. NS,
WAP {mm Hg) €smolo} 806.4 .7 &8 94.0 1.9 S? 98.4 2.6 49 1127, 2.6 B 8.2 2.9 % 7%.2 2.2 956
Plascebo 94.2 1.5 5a 3.3 1.4 Se 0.6 .8 S {130.2 2.7 33 85.2 .7 S3 9.9 1.0 SO
WAP Change Eswolo! ~2.47 0.7 82| -0.1, 2.2 a9 ]| 314 1.9 s2 |-15.2° 2.8 57 -2'.4: 2.2 56
Piscebo ~1.0 0.9 sa{-3.6" 1.5 st | 36y 2.y s3] -9.0° 1.3 S3 -13.87 v.6 S50
Compsrison of Change® n.S. n.S. N.T. N.S. n.S. N.S.
arp Esmolo)} 9.9 0.3 58 8.9 0.3 &7 0.2 0.3 49 14,0 0.% &7 8.2 .4 97 7.4 0.3 S¢
Plscebo 8.8 0.3 54 10.0 0.3 Sae 10.9 0.3 5% 7.9 0.8 $3 0.9 0.3 8 9.0 0.4 S0
PP Chengse Esmolol -0.9° 0.2 s7 0.3, 0.3 4o 4.7 o.4 s7| -1.6° 0.4 97 ~2.57 0.4 s@
Placebo 0.3 0.2 Sa 1.2 0.3 S 8.3 0.5 53 0.5 0.3 9 -0.7 0.4 S50
Compariscn of Change® N.S. pre®’ N.S. (37 2 pre’® pre’*
I indicates stignificant change from baseline (p<0.05). Mastmum changs from baselins wes not tested for significance,
e Significent center by trestment intaractions were found for both DBP and MAP at ths preintubstion partod (p<0.05).
®  n.5. Indicates no significent differance betwsen the ssmalol and placebo trestment 9roups (p20.03).
P = Placebo, £ s Esrolol 00 acg/ng/min, ¢ p<0.05, ¢ p<0.01
N.T. Not tested Decause of significant canter by treatment intersctlionas.
€  pats not svalisble for all) patisnis.
' "I
et
. - - . .&F
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Table 26 (continuad)
New Table
Diastolic and Mean Arterial Blood Pressures and Rate-Pressure Product
with Changes from Baselins, at 10 and 15 Minutes Postinfusion,
for "AVl Patients” Treated with Eamolo!l or Placebo

Stud,; #8052-B4-51A

POST INF 10 ) POST INF 15
Mean * SEM N Mean * SEM N
Group
GBP (maig) Esmoiol 2a.0 1.9 4y . 81.5 2.4 P
Placebo 66.8 1.5 46 © 68.7 2.0 a8
DBP Change Esmolol -15.67 1.9 49 -12.4: 2.3 44
Placebo -10.8% 1.6 46 -8.4% 2.1 38
Comparison of Change® N. S, N.S.
MAP (mmig) Ewmoiol 76.0 2.1 a9 79.7 2.4 aa
Placebo 719.2 1.5 46 81.5 2.0 38
MAP Changs Esmolol -21.3% 2.2 49 -11.3: 2.8 44
Placebo -15.57 1.8 46 -12.3% 2.2 38
Comparison of Change® NS, N.S.
]
Eamolol 1.6 0.3 49 8.0 0.4 44
Placebo 8.4 0.3 46 8.5 0.3 38
RPP Change Esmolo) -2.47 0.a 49 -1.98” 0.4 a4
Placebo -1.57 0.4 48 -1.47 0.4 38
Comparison of Change®™ N.S. N.S.

Indicates significant change from baseline (p<0.05).

N.S. Indicatas no significant difforence between the esmolo!l and
placebo trestment groups (p20.05).

. ..
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ASA I & IT (8052—84-514) .
Heart Rate for All Patients
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BASE PREIND, PREINT. KAXINUN PeST 2 POST S POST 10 POST 15 .

Study Pertod

Placebo +——+~~—+
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ASA I & II (8052—-84—-514)
’ Heart Rate Changes from Baseline
for All Patients

) T T T I T T 3

BASE PREIND, PREINT. KAXINUN POsT 2 POST § POST 10  POST 15
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Tebie 11

Heart Rate and Systolic Blood Pressure with Changes from Baselina, by Pertiod,
for “Efficacy Patienta® Trsated with Esmoliol or Pliacebo

BDASELINE PREINDULTION PREINTUBATION MAK [ MUN POST INF 2 POST INF S
Masn ¢ SEM N ] tean ¢ SEm L Meen & SEM  N® | Mean ¢ SEM N |Mesn ¢ SEM N Mean & SEM N
Group
HE  (Dpm) Esmplol ‘76.3 3.2 32] 68.9 2.2 32 74.9 2.9 32 84.3 2.t J2]11.8 2.0 24} 70,8 3.7 11
Placebo 19.7 2.7 31| v8.9 3.0 n 8.6 2.9 31| 103.6 2.0 | 9%0.9 J.5 25) 86.8 4.1 19
4R Change Esmoio!l -9.4% 1.7 32| -1.4 2.4 32 1.9 3.0 32{-7.27 3.0 24§-12.4% 4.0 s
Plascebo 0.8 t.4a N 0.9 2.4 | 239 2.7 231]w.6® 2.8 25| 36 2.8 19
Compar ison of Chenge N.S. (230 3\ e’ (29 2 [ 39 3
SBP (wmiig) Esmgiol 144,08 3.8 32§139.3 3.8 32 129.% S.0 31| 184.2 S5.8 232f29.4 4. & 20§ 119, @, 15
Placebo 139.0 4.6 311145, 8 6.9 N 144,58 .8 1 ] 184.9 [ ¥ 3 hag. B 3.6 25{129.0 7.8 19
$8P Change Esmolol -5, C: 1.7 232 -0’ 4.0 3] 19.¢ a2 32|19.9° o35 24 -34.87 6.6 15
Placedo 8.7 2.8 3t 2.5 5.8 N 45.% 4.7 n 7.0 6.0 25] ~13.6% 5.9 19
Comparison of Ch.n'.1 N.S. pre*’ psg’ prg’ [ N.S.
T
s Indicetes significant change from Dessting (p<0.05). Nasimum change from Dasyliine was not tesied ltor significance.
® pregintubation DIcod pressure was not determined In esmolol-treated Patlient 9425,
© N.S. Ingicates no significant difference between the esmolol and puubo trestment groups (p>0.08).
P = Placebo, € o Esmoiol 300 mcg/hg/ain, ¢ p<0.05, *¢ p«n. 01
. n
~I

g15-¥8-2¢08¢ Apnas

€TC-$0-TC08E APNa.
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Table 1) (continued)
New Yable
Heart Rate anJ Systolic Blood Pressure with Changes €rom Base!line,
at 10 and 15 Minutes Postinfusion, for “Efficacy Pattents”
Treateo uwith Esmolal or Placebo

Study #8052-84-518

g v

P

POST INF 10 POST INF 15
Mian + SEW N Wean * SEN ~
Group
HR (bpm) Esmolo) 71.4 S$.3 L1 79.3 6.4 7
" lacebo 8.7 4.3 1 . 83.6 6.5 5
HR Change  .smolol -9.2% 2.8 10 ~-11.6* 3.0 7
Placebo 2.8 2.2 10 ~0.7 3.7 5
Comperison of Change® P>ES N.T.
S68F (mmtig) Esmolo} 108.8 6.0 10 104.¢ 5.8 7
P.acebo 121,13 1.7 10 .. 117.2 4.3 S
S8P Chasnges Esmolol -48.6% 7.4 10 . -57.1% 6.8 7
Plsce~~ -25.47 8.5 10 -26.97 6.3 s
Comparison of Change® K.S. ) N.T.

? {ndicates significant change from basseline (p<0.05).

8 N.T. Not tested due to smal) sample size.
N.S. Indicates no significent difference between the esmoiol and
placebo trea‘ ment groups (p>0.05). o .
P = FP'acebo, E = Esmolol 300 mcg/kg/min, p<0.05.

FIc-ve~TS0¥s Lpm.._



Table 12

Disstolic Blood Pressure, Mean Arteriel Blaooce Pressurs, and Rate-Prssasure Product witn Changes from Baseline,

by Period, for “Efficecy Patients” Treatad with Esmoiol or Plscedo

BASELINE PREINDUCTION PREINTUBATION MAXTMUM POST tNF 2 POST INF S
Mesn + SEM N | Mean & SEM M| Mean & SEM N%| Mean ¢ SEM M| Measn o SEN N | Mean @ SEM N
Group
0BP (maiig) €amolo) |77.9 2.5 32 ) 76.3 2.3 32]e1.3 3.9 31 |i0Ss.8 3.7 32[719.5 3.7 24 ] 71,7 4.6 ‘S
Placebo [ 772.9 2.4 M| 77.3 2.7 33 |81.7 3.8 3t hoa.8 3.2 2r1|ee.6 3.2 25| 75.2 4.0 V9
08P Change Eamolol -1.4 1.8 32| 4.4 3.7 31 )20.8 3.4 32}]-2.3 3,85 24]-10.2 4.9 15
Placabo 0.8 1.2 31| 3.9 3.1 3 [30.7 2.9 | a3 2.8 -6.8 3.4 19
Compartson of Chango" N.S N.S. N.S. N.S, P’l‘ N.S.
AP (mentig) Eavolo: |99.8 2.5 32) 97.3 2.8 32]97.4 .0 31 hhaa.7 3.8 32|96.7 .0 24] 87,8 5.0 15
Placebo [98.2 2.8 31 [/100.1 3.6 31[101.6 4.8 3t [133.1 3.7 311060 4.7 25| 93.1 S.1 19
AP Chenge  Eemclod -2.6 1.8 32|-2.0 3.8 31 [24.8 3.5 32]|-0.07 3.7 24 |-10.49 5.2 18
Placebo .8 1.3 3t] 3.4 3.7 31 |34.9 3.0 ] 5.3 3.6 23| -9 4.0 w0
Compsrison of Zhange® N.S. i e’ n.S. e’ pe’ N.S. .
‘u
(Y33 gsmolol | 1.2 0.8 .- 9.4 0.4 32) 0.6 0.8 231 |[13.3 0.8 32| 9.3 0.5 24 8.4 0.7 18 g
Piscebo [ V0.1 0.6 31} 1.7 0.9 3]z, .0 3y {8.3 0.9 N[13.8 1,0 25| 113 0.9 ¥ <
RPP Change Esmalal -1.87 0.3 32! -1.47 3.5 N 2.9 0.7 32|-2.4" 0.7 24| -4.2° 1.0 15 -
Placebo 0.8 0.4 21} 1.7 0.8 9 7.2 0.6 n| 2.3% 0.8 25] -0.6 0.7 19
s
! Cosperison of Change® N.S. ee’’ ee’’ »e’’ e’ pre* @
L - 1
W
indicates significant change from beseline (p<0.06). Manimum change from baseline was not teated for significance. E

TBu

Preintubation blood pressure wes not determined In samololi~tresteg Patient 5423,

N.S. Incgicater no significant difference betwaen the esmoiol and pl-cobo treatment groups (p20.08).
P = Placebo, £ = Esmoldl J00 mcg/kg/min, ¢ p<B.05, ¢ p<) . 01



New Table

Table 12 (continued)

Diastolic and Mean Arterisl) B8lood Pressures and Rate-Pressure Product
from Baseline, at 10 and 15 Minutes Postinfusion, for

“Efficacy Patients”

Study #8052-84-518

Treated with Esmolol or Placebo

POST INF 10 POST INF 15
Mean ¢+ SEM N Mean * SEM N

Group

OBP (mmrig) Esmolol 67.4 5.3 10 65.6 6.3 7
Ptacebo 72.7 5.3 10 68.8 9.5 s

08P Change Esmolol -12.3% 3.9 10 -14.6" 2.6 ?
Placebo -12.67 4.4 10 -18.97 5.9 5

Lomparison of Change® N.S. N.T.

AP {marg) Esmolol 81.2 5.4 10 76.6 5.7 7
Placebo 68.8 5.9 10 84.9 10.9 S

WMAP Change Esmolal -23.7" a.8 0 -28.87% a. s 14
Placebo -16.87 4.6 10 -21.5% 5.7 5

Compar ison of Change® N.S. N.T.

RPP Esmolol 7.9 1.0 10 7.9 0.9 7
Placebo 10,1 1,1 10 0.t 1.9 5

RPP Change Esmolol -4.7% 0.7 10 -6.0% 0.8 7
Placebo -1.6 0.8 t0 -2.2 0.9 -

Comparison of Change® P>E® N.T.

’

2 N.T. Not testad due to sma)l sample size.

Indicates sipgnificant change from baseline (p<0.05).

N.S. Indicates no significant difference bo«-oan the esmolol andg
placeba trastment groups (p20.08).

P = Placebo, E = Esmalal 300 mcg/kg/min,

g1s-v8-2508¢ Apn
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Heart Rate and Systolic Slood Prcllurc.-l!h Changes from

TABLE 27

Beseline, by Partod, for “Afl Pstients™ Treated with Esmoial or Placedo

BASELINE PREINDUCTION PREINTUBATION WAX ] MU POST INF 2 POST INE S
MEAN ¢ SEM N MEAM ¢ SEM N | MEAN o SEM M | wEan » SEM M | MEAN & SE@ « MEAN » SEM W

Group

NR {Dpm) €smalol | 75.3 2.9 3¢ €6.2 2.3 38| ve.¢ 2.3 36 ; 84.4 2.0 36| 73.% 1.9 38 0.4 2.2 3¢
Plscebo 5.8 2.3 37 78.5 2.8 37 9.4 2.8 7 4.4 2.% » 91.5 2.9 37 8%,y 2.8 37

HR Change €smolol -9.1% 1.8 3] -0.8, 2.2 36 9.0° 2.6 36] -1.8_ 2.4 38 -a.9_ 2.6 36
Placebo -0.4 1.2 3l w.6® 2.2 2371 [ 25.6® 2.4 27] 12,97 2.v 37 7.3% 2.4 231

Comparison of Change® N.S pae*® et prgt® pre’? pre*’

SBP (mm MHg) €amolol) |143.8 3.4 6 t38.0 3.%5 3} v30.0 5.2 3% [164.5 4,3 36§138.2 4.7 36 116.0 4.1 236
Placebo [138.3 4.1 37 143.9 8.6 37] 1a2.9 6.6 37 J183.2 6.1 2] 182.2 6.3 7 122.2 4.8 37

58P Change ‘Eemotol ~s.o: 1.8 38| -13.4° 4.2 233 zo.s: 3.6 36 (-12.7" 4.3 3 -27.9% 4.7 3
Pleacebo 5.6 2.3 7 q.6 4.9 N7 4.9 4.5 3 3.9 4.9 37 -18.19 4,2 37

Comgsrison of Chenge® ".S. [ 29 30 et " pre® N.S.

¢ Indicetss significent chengs from beseline (p<0.05). Masimum change From hassline was not tested for significencs.

s Preintubation blood pressure was not determined in ssmptal-trested Pailant 425,

® x5, Indicetes no significsnt alfference batween the esmala) snd placebo trastment groups (p20.03).

P ® Plocebo, £ * Eemolol 300 mcg/hp/min, ¢ p<0.05, ** p<D.00

g1S-¥8-2508% Apx
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Table 27

Heart Rsts and Systoiic 8lood Pressures with Changes from
Ssselina, by Period, ftor “Al} Patients” Treated with Esmoloc) or Piacedo

BASELINE PREINDUCTION PREIN'_UUA"ON MAXIMUM POST INF 2 POST INF S
MEAN ¢ SEM MEAN ¢ SEM N | MEAN & SEM N | MEAN & SEM N | MEAN & SEM NP | mEAN ¢ SEM WD
Group
HR {bpm) Eamolo? 75.3 2.3 ¥ cs.8 2.0 37 4.0 2.2 W7 85.4 2.5 3 70.6 2.V 3 .Y .8 MY
Placebo .0 2.2 M7 78.8 2.2 1 88.3 2.4 37 108.7 2.4 88.8 2.6 > 84.9 2.6 236
HR Change Esnolol 8.7 1.0 37| -1.3. w9 3| 10,0 2.4 37| -4.77 1.9 I} -4.2f 1.2 3
Placebo -5.0 .0 3t} 8.3 7 7] 27,7 2.4 37| 9.9 2% 38 5.9 2.9 236
Compartson of Change® N.S. poe*® pre** (235 30 pre®* 2 2
SaP (sm Hg) Esmolat Jimr.® 4.4 37| 1168 5.3 a7 {1e3.3 4.6 37] sar.t 4.4 37{ 138.4 3.3 3?7 124.9 4.3
Plagcebo J170.8 4.3 37 173.4 4.2 37 (191,68 §.1 32 2v7.8 3.% 7] 141,09 7.0 » 131,86 5.2 »
$S8f Change Esmolol -5.3 5.0 M -3..0: 4.7 21 S, 5.3 ¥ -43.0' 5.7 37 -57.0° 4,7 7.
Placedbo 2.8 2.2 3 |-19.2 5.3 2.0 5.0 37} -20.9% 2.3 37 -39.07 5.3 ;
! .0 [ ]
Comperisan of Chenge® N.S. .S, PE et NS, pre’
y Indicates signiticent change from baseline (p<0.08). Masximum change from bDaseling mas not tested for afgnificance. r'q
b N.S. lndicstes no significant differsnce betwesn the esmolol and placebs trestment groups (ectual vsiues used for E
baseline comparisons, change from baselins used for comperisan st subsequent pertods. p>0.05). (¥
P = Piscebo, £ ¢ Eamolol 300 mcy/hg/min, ¢ p<0.03, % p.D.0! -
® pOST INF 2 & 5 MR wss not retrievedle for Patient 2607. :
o
W
~
)
@
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Table 27 (continued)
New Table
Heart Rate and Systolic Blood Pressure u|th'Changos from Baseline,
at 10 and 15 Minutes Postinfuston, for "All Patients”
Treated With Esmaioul or Placebo

Study #8052-84-518

POST INF 10 POST INF 1S
Mean + <tEM ] Mean * SEM N
Group
HR (bpm) Esmolio) 67.8 2.5 3 70.2 3.7 2
Placeno 82.2 2.9 32 78.3 3.4 19
HR Change Esmolol -7.8% 2.0 a3 -a.1% 2.3 21
Placebo 3.4 2.9 32 ~1.9 2.5 19
Comparison of Change™ PEee N.S.
S6F (mmHg) Esmolol 103.5 3.2 33 105.0 4.9 2
Placabo 107.6 3.7 32 107.6 4.6 19
SBP Change Eamolol -42.0" 3.9 33 -45.7" 5.6 2
Placebo -31.07 3.9 32 -39.47 3.3 19
Comparison of Change® N.S. N.S.

* Ingicates stgnificant change from baseline (p<0.05).

® N.S. Indicates no significant difference between the esmoliol and
placuebu treatment groups (p>0.95).

P = Placebo, E » Esmolul 300 mcg/kg/min, ° p<0:05, °°

p<0.01,

gIS-¥8-2508# Ap
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VABLE 28

Disstolfc Blcod Pressure. Mean Arteris) 81000 Pressure, and Reste-Pressure Product with Changas from
Baseline, by Period. for "Al) Patienta” Treated wilth Esmolio! or Plscebo

BASELINE PREINDUCTION PREINTUBATION A NTMUM POST INF 2 POSY Ine S
HMEAM + SEM N MEAN ¢ SEM N | MEAN s SEM «® | MEAN o SEM N MEAN ¢ SEM N MEAN ¢ SEM N

Group

08P (s Hg) Esmolal | 77.8 2.3 23 716.7 2.7 236 | 82.2 3.9 35 {106.3 3.4 36 | M 3.4 38 1.4 3.0 38
Placebo | 7.9 2.3 37 7.3 2.6 37 | 83.8 3.6 37 |1w09.a 2.8 37 | a2, 2.9 ¥ 73.v 3.4 37

08P Chenge Esmolol 1.1 1.8 26 4.8 3.7 35| 28.57 3.+ 28 3.2, 3.2 3 -6.5% 3,1 26
Placebo -0.7 1.1 37 s.8° 2.8 31 1.31.8° 2.4 X 5.0° 1.9 3 -4.8 2.5 37

Comparisan of Change® N.S. n.S. N.S. NS, NS, N.S.

MAP (s Mg) Eamolol 99.8 2.3 3¢ 97.1 2.4 38 98.2 4.) IS ]124.9 3.% 36 97.? 3.8 3 88.2 3.3 ¥
Placebo | 98.1 2.6 37 9.5 3.3 37 jw3.s 4.3 37 {133.3 3.4 37 {102.7 3.7 37 9.5 3.5 37

MAP Change Esmolo! -2.7 v.4a 38| -1.2 3.7 235 .zs.n: 3.2 36} -2.1+ 3.4 38 -13.6% 3.8 36
Placebo 1.4 1.2 ¥ 5.4 3.3 31 ) 3s.2 2.1 3 a6 2.7 37 -8.6° 2.9 2

Comparison of Change® ".S. e’ N.S. »e® ".S, ".s.

nep Esmolol | 31.0 0.8 38 9.2 0.4 38 9.8 0.5 35} 13.2 0.8 36 9.7. 0.5 38 8.3 0.4 236
Placebo [ 11.0 0.8 37 1. 0.7 37] 3. 0.9 37| 8.+ o.8 37| 13.2 0.8 10.86 0.6 37

RPP Change €amoio} -1.8° 0.3 236 -v.:: 0.6 35 2.:: 0.8 35§ ~1.3" 0.6 3¢ -2.7% 0.6 36
Placebo 0.5 0.8 37 2.v% 0.7 7.v7 o.8 7 2.2 0.6 M -0.3 0.8 23?7

Compertson of Change? NS, pre** pre*’ e’ 1 pre®* prg*’

[ 4 Indicates significant chenge from baseline (pc0.05), Mazimum change from baseline was not tested for significence.

a Preintubstton blood pressure uss not determined In esmolgi-trested Patient 2425,

B N.S. Indicstea no sianificent difference beatweean the esmato! and placebo trestment groups (920.08),

P = Placebo, € = Esmolol 300 scp/kg/min, ® p<0.05, *° p<d.DY
. . \I
W
- -

H1S-38-2508# Apx



Table 28 (continued)
New Table
Otastolic and Mean Arterial 8lood Pressures and Rate-Pressure Product
with Changes from Baseline, at 10 and 15 Minutes Postinfusion,
for “All Patients” Treated with Esmolol or Placebo

Study #8052-84-518

POST INF 10 POST INF 15
Wean + SEW N ~Maan ¥ SEM N
Group
8P (mmHg) Esmolol 63.8 2.2 a3 64.7 2.9 29
Placebo 64.5 2.6 32 : .60.9 3.5 19
0BP Change Esmolo) -|4.e: 2.3 a3 -l5.2: 3.2 21
Placebo -12.,7 2.4 32 -19.8% 3.0 19
Comparison of Change® N.S. A N.S.
MAP (mmig) Ezmoloal 77.0 2.4 33 18,2 3.4 21
Placebo 78.8 2.8 32 76.% 3.7 19
MAP Change Esmolol -23.77 2.6 33 -25.4% 3.7 21
Placebe -18.8% 2.7 32 -26.37 2.8 19
Compar ison of Change® N.S. i N.S.
1
RPP Esmolol 7.2 0.5 33 7.6 0.7 21
Placebo 8.9 0.5 32 8.6 0.7 19
RPP Change Esmalo) -a.o: 0.5 a3 -4.3: 0.6 21
Placebo -2.0° 0.8 32 =-3.37 0.5 19
Comparison of Change® P>E®S N.S.

# Indicates significant change from baseline (p<0.05).

2 N.S. Indgicates no significant difference between the esmoiol and
placebo trestment groups (p20.05).

P = Placevo. E = Esmolol 300 mcg/kg/min, ° p<0.0s5, *°

p<0.01t.

g1S-ve-2s084 Apnas
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ASA IIT & IV (B052—B84—51B)
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Table 11?
Heart Rasts end Systolic Slood Pressure wtth Chanpes from Baseline, by Period,
for “Efficacy Patlients™ Treated with Esmolal or Placedo
BASELINE PREINDUCT 1OM PREINTUBATION MAXTMUN POST INF 2 POST INF S
Mesn ¢ SEM N | Maan ¢ StM L ean ¢ SEN N Mogn ¢ SEM N [ Mesn & SEM N [Mesn ¢ SEM ]
Group
HR (bpw) €smolo! 4.4 2.3 321 68.0 .8 2 73.10 1.9 32 2.3 2 2] 2.0 4.9 8] 715.8 8.9 q
H Placebo 80,0 2.8 30] 70.2 2.8 30 88.3 2.8 30 | 104.2 3.2 30] 98.5 2.7 4 94.0 5.9 3
HR Change Esmolol -8.4° 1.0 32)] -1.3, 2.7 32] 7.9 28 321-1.97 30 8| -9.0° 1.8 |4
. Placabo -1.8 1.2 30 2.3 2.0 30 24.2 3.2 30 4.6 7.8 L 3.1 1.0 J
. w
. o Comparison of Change n.S. (3 pre®’ e’ N.S. N.S.
S8P (mmip) Esmolo! 184.) 4.8 J2]174.0 4,4 32 144.8 5.0 321 185.8 4.9 221127.9 7.% 8 ]10.% a.4 [ ]
Plscebo 186.7 S$.1 Joj|170.1 4.9 30 146.08 8. 30 | 214,18 $.9 30]148.0 22.7 4 |124,.0 4.9 3
$S8P Change Esmolol -10.3° 2.4 32 | -3.57 &9 32 1.5 8.9 32]-49.7% 12,3 @ ]-73.77 3.8 | o
Placebo 1.4 2.8 20 -21.9° s.8 30 4.4 5.8 30]-¢3.3 6.8 4 ]1-28.8 9.7 3
. - e
Comperison of Change® N.S. »e* ere’ (23 Aad "s. ".S,
¥
L

: indicates significant change from baseline (p<0,.05). Maximum chenge from baseline was not tested for significance.

M.S.

bsseline comparison, che @ from Deseline used for comparison at subsequent periods, p>0.03).
P » Placebo, E = Esmole. 300 mcg/hg/min, ¢ p<0.05, ** p<0.0V.,

Indicates no significent difference betwesn the samoio! and placebo treatsent groups (actus! values used for

6p-£e-2508# Apn.,

-
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Yable 11 (continued)
Naw Table
Heart Rate and Systolic 8l100d Pressurs with Changes from Baseline,
at 10 and 15 Minutes Postinfualon, for “Efficacy Patients™
Treated With Esmolo!l or Placebo

Study #8352~83-49

[

POST INF 10 POST INF 15
Maan ¢+ SEM N Mean * SEM
Group
HR (bpm) Esmotiot 67.5 2.5 2 62.5 0.5 2
Placebo 114.0 - ] 105.0 - 1
HR Change Esmolol -15.7 8.3 2 ~-20.7 1.3 2
Plscsbo 33.5 - 1 24.5 - 1
Comparison of Change® N.T. N.T.
5BP {mmHg) Esmolol $10.0 25.0 2 142.0 6.0 2
Plscebo 14C.0 - 1 123.0 - 1
3P Change Esmoalo! -80.4 48.. 2 ~-48 .4 17.1 2
Placebo -15.7 - \ -32.7 - \
Comparison of Change®™ N.T. N.T.

8 N.T. Not testec due to smal) sample sizs.

6p-t8-Zsus# Apn-
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Table 12
Diesto)ic 8lood Pressure, Meen Arterial Blood Pressurs, and KBste-Pressure Product with Changes from Besetine,
by Pertod, for “Efficacy Pstients” Treetsd with Esmolol or Plecedo
BASELINE PREINDUCT ION PREINTUBATION MAX I MUN POST INF 2 POST INF S
Mesn o SEM N | Mesn & SEM M| Mesn o SEM NP mean ¢ SEM | Wesn & SEW M | Mean ¢ SEN N
Group
DBP (s Hg) Eemolol { 78.0 2.3 32 8.0 2.0 32 7.5 3.3 32 {100.4 3.2 232 ]84.0 4.2 8 g2.2 9.2 L}
Placebo { 73.7 2.2 30 74.39 2.8 30| 74.8 3.5 9 J113.2 3.8 30 185.0 10.0 4 es.?7 9.4 3
: o#P Change Esmolol -0.9 1.1t 321 -2.4 2.9 32 21.3 3.0 27 |-9.7 8.3 e {-~-10.7 8.0 L)
Plccebo 0.7 1.8 30 a.8 3.1 29 37.% 2.8 M 7.8 12,2 4 -6.3 13.3 3
. . (1)
. ~ Comparison of Change® W.S. N.S. .S, [ 2] NS n.s.
t
5 AP (mm $i9) Comatol [114.0 1.9 32 jr10.0 2.9 32 199.3 3.0 32. {128.0 3.9 32(68.3 4,7 [ ] 7.7 7.0 qQ
Placebo 105, z.0 30 (108.3 2.0 30 | 99.9% L 29 [144.35 J3.9 30 108.0 14.2 a 7. 10,8 3
AP Chanpe Esmolo! -4.0° 1.3 32}10.7" 33 32] 4.0 3.8 32 ,-:z.v' 7.8 8 |-37.7®% 11r.0
Placedbo 0.9 V.7 30 ] ~6.5% 3.9 29 Js9.2 3.3 30 0.8 13.8 4 [-13.8 12,9 3
Comparison of Change® n.s, rre’ n.S. »e’’ n.s. n.s.
RPP Esmoiol | 13.8 Q.8 22 1.9 0.8 32| 10.8 . 0.9 32 16¢.7 0.7 32 9.2 0.0 [ ] 6.4 0.8 4
Plazebo | 13.9 .9 30 3.3 0.8 30} 13,0 0.01 30 22.2 1.0 0] 4.1 1.9 4 1.6 1.3 3
APP Change  Esmalol -2.9% 0.9 32{-3.2 0.6 N 1.0 0.0 32|-8.* 1.8 @] -71.3% 1.4 . 4 g
flacebe ~0.2 O.4 30| -0.4 ¢.77 8.7 t.0 30} -3.80 2.8 q -2.2 2.7 3
]
Comperison of Change® N.S. e’ e’ (2 3 ".s. .S, S
N
- ]
# 1Indicates signisficant change from baseline (p<0.03)., Masimum change from beseline was not tested for significance. @
% u4.S. Indicates ncu significant diffc-ence between the ssmolc! and plscebo trestment grouns (actuatl values used for ‘f
veseline comparisons. change (rom baseline used for comperison at subsegusnt periods. $>0.0%) &
P = Placebo, E = Eamalol J00Q mcg/hg/min, ® pc0.0S, *° p<D.DI o
b pregintubstion DBP was not retrlievable for Patient £226.
- ~ o
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